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DERMOSCOPY OF PIGMENTED LESIONS OF THE FACE IN CHINA: RESEARCH ON
DERMOSCOPY
Yan You, Yulian Li, Qingwei Meng, Shuhuai Wang
Department of Dermatology, Third Affiliated Hospital, Harbin Medical University, 150 Haping
Road, Harbin 150081, P.R.China. E-mail: yyxy1999@sina.com
Abstract: Dermoscopy is a simple-to-use, in vivo method for the diagnosis of cutaneous
melanomas and the differential diagnosis of pigmented lesions. Over the past decades, the
number of studies on the other sites of the skin has grown exponentially. The dermoscopic patterns
for benign and malignant lesions on the face are not well established. The aim of the present study
was to analyze the dermoscopic patterns observed in pigmented lesions of the face. We analyzed
retrospectively 592 histopathologically proven dermoscopic images of facial lesions. Sensitivity,
specificity, diagnostic accuracy values were calculated for defined dermoscopic criteria in relation
to the diagnosis of facial pigmented lesions. In current study, 81.65% of benign melanocytic nevi
(sensitivity [85.6%], specificity [77.9%], and diagnostic accuracy [72.9%]; 94.65% of seborrhoeic
keratoses (sensitivity [96.3%],specificity [90.6%] and diagnostic accuracy [83.5%]), 92.42% of
basal cell carcinomas (sensitivity [94.8%], specificity [91.6%], and diagnostic accuracy [82.6%]),
82.14% cutaneous melanomas (sensitivity [85.9], specificity [82.5%], and diagnostic accuracy
[73.8%]) were correctly diagnosed by using pattern analysis. Dermoscopy can play a role in the
noninvasive classification of facial pigmented lesions. It may be a useful diagnostic technique for
evaluating early cutaneous melanoma before biopsy and it is well accepted by patients because of
a better cosmetic outcome than surgical excision on the face.
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CADM1 /TSLC1 INDUCES GROWTH SUPPRESSION AND APOPTOSIS IN MELANOMA
CELL LINE A375
Yan You, Jinfeng Zhang, Yulian Li, Yuzhen Li
Department of Dermatology, Third Affiliated Hospital, Harbin Medical University, 150 Haping
Road, Harbin 150081, P.R.China. E-mail: yyxy1999@sina.com
Abstract: Increasing evidence has demonstrated that CADM1 /TSLC1 (Cell adhesion molecule
1) is crucially implicated in various biological processes including proliferation, apoptosis, and
invasion during tumorigenesis. However, its mechanism of suppression of tumor growth and
metastasis in melanoma is not known. The purpose of this study was to present if CADM1 /
TSLC1 can induce growth suppression and apoptosis in melanoma. The plasmid pcDNA3.1-
CADM1 /TSLC1was transfected into A375 cells (a human melanoma cell line). The expression
of CADM1 /TSLC1 in the transfected cells was determined by RT-PCR and Western blotting.
Cell growth was measured by the MTT method and cell apoptosis by flow cytometry, the ability
of invasion was determined by transwell. RT-PCR and Western blotting revealed that
pcDNA3.1-CADM1 /TSLC1 expressed higher amounts of TSLC1 protein than pcDNA3.1 and
A375 did. The growth of CADM1 /TSLC1-transfected cells was significantly suppressed in vitro,
and the ability of invasion was reduced as well, CADM1 /TSLC1could induce cell apoptosis. It
was concluded that CADM1/TSLC1inhibited cell proliferation, reduced cell invasion in vitro
and induced cell apoptosis in A375 cells, suggesting that as a tumor suppressor gene, CADM1 /
TSLC1 plays an important role in the progression and metastasis of melanoma.
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PROTEIN TYROSINE PHOSPHATASE RECEPTOR TYPE C (PTPRC) RS4915154
POLYMORPHISM INCREASES THE SUSCEPTIBILITY TO PSORIASIS
Li Luan1, Aiqi Sun, Master2, Fangling Wang, Master1, Zhenying Zhang3, Xiaoming Liu3
1Dermatology department, First affiliated hospital of DaLian Medical University, Dalian
China, 116023; 2Rheumatic department, DaLian YouYi Hospital, Dalian China, 116027
3Dermatology department, Shenzhen hospital of Hongkong university, Shenzhen, China.
E-mail: luanli100@163.com
Abstract: Psoriasis is a common chronic inflammatory skin disorder and characterized by local
formation of inflamed, raised plaques. The prevalence of this disease varies from 0.3 to 3% in
world populations with different ethnic background. The exact pathogenesis of psoriasis remains
unclear. Clinical and experimental evidences indicate that psoriasis is a T-cell-mediated
autoimmune disease. The Protein tyrosine phosphatase receptor type C (PTPRC) gene encodes
CD45 protein which is lymphocyte receptor-like tyrosine phosphatase. CD45RO is one of CD45
splicing isoforms and a biological mark of activated memory T lymphocytes. In psoriasis lesion
there was a substantial increase CD45ROþ T lymphocytes in outer margin than in distant
uninvolved skin area. PTPRC single-nucleotide polymorphism rs4915154 (A138G variant) results
in an amino acid substitution of Thr-47 to Ala and promotes splicing toward the CD45RO
isoforms. We examined the single-nucleotide polymorphism in the PTPRC gene (rs4915154
variant A138G) of psoriatic patients and healthy controls. A total of 160 Chinese northeastern
Han population patients with chronic plaque psoriasis were recruited from the department of
Dermatology. We investigated PTPRC rs4915154 SNP in 160 psoriatic patients and 132 healthy
controls by using the denaturing high-performance liquid chromatography technique and
sequencing. We found that the frequency of G allele significantly increased in psoriasis cases
than in healthy controls 35.3 vs 21.2%, P¼ 0.001). After adjusting for psoriasis risk factors
including age, gender, smoking, alcohol drinking and family history of psoriasis, the G allele still
showed a significant association with increased psoriasis susceptibility (P¼ 0.008, adjust
OR¼ 1.801, 95%CI: 1.168–2.777). The PTPRC genotype AGþGG was associated in early-
onset (adjusted OR¼ 2.984; 95% CI, 1.632–5.457), having psoriasis family history (adjusted
OR¼ 2.984; 95% CI, 1.632–5.457) and moderate-severe psoriasis patients (adjusted OR¼ 4.103;
95% CI, 2.196–7.666). We found that variant genotype (AGþGG) of PTPRC increased
significantly in psoriasis cases compared with healthy control group and associated with an
increased risk of psoriasis in Chinese northeastern Han population. The PTPRC combined
AGþGG genotype was significantly associated with early-onset, family history psoriasis patients
and those psoriasis patients with PASI score 410. PTPRC rs4915154 polymorphism appears to
be associated with an increased risk of psoriasis in Chinese northeastern Han population.
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A CASE OF CUTANEOUS PROTOTHECOSIS MIMICS ECZEMA
Zhang Qiangqiang, Li li, Kang Yuli, Zhao Ying, Zhu Junhao, Zhu Min
Huashan Hospital, Fudan University, Shanghai, China.
Abstract: Protothecosis is an opportunistic infection caused by Prototheca, a genus belong to
achlorophyllic algae, Prototheca spp, usually as saprophytes, is frequently found in natural and
living surroundings, but may cause chronic infection in immunocompromised individuals. In
recent years, the incidence of the disease gradually increased in China, which can not only
occur in the skin and subcutaneous tissue, but also involving the internal organs of the human
body. We now report a case of Prototheca wickerhamii infection with a specific eczema-like
lesions in an immunocompetent man.
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PAPULAR ACANTHOLYTIC DERMATOSIS OF THE ANOGENITAL AREAS MIGHT BE A
MILD SUBTYPE OF HAILEY-HAILEY DISEASE
Xuemin Xiao1, Lihong Chen2, Guoyi Zhang1, Baoxi Wang1, Weixue Jia1, Qiuxia Mao1,
Rong Zeng1, Chengrang Li1,3
1Institute of Dermatology, Chinese Academy of Medical Sciences, Jiangwangmiao Street 12,
Nanjing, Jiangsu 210042, China 2Department of Dermatology, the First Affiliated Hospital,
Fujian Medical University, Fuzhou Fujian 350005, China 3Jiangsu Key Laboratory of Molecular
Biology for Skin Diseases and STIs, Jiangwangmiao Street 12, Nanjing, Jiangsu 210042, China.
E-mail: 258260101@qq.com
Abstract: Papular acantholytic dermatosis (PAD) of the anogenital/genitocrural areas is a rare
condition regarded as a variant of focal acantholytic dermatosis. PAD is characterised by variably
pruritic, multiple, 0.1–0.5 mm, isolated or grouped, smooth papules confined to the anogenital
area, almost without family history. The histological morphology includes acantholysis accom-
panied by varying degrees of dyskeratosis and almost all results of immunofluorescence studies
were negative. Mutations within ATP2C1, being defective in Hailey-Hailey disease (HHD), in 3
cases of PAD have been reported recently. In our test, we detected ATP2C1 gene for sporadic
cases of PAD. Two sporadic cases of PAD were recruited into this study with informed consent.
Blood samples were taken from patients, their healthy parents and 100 unrelated normal human
controls, as well as skin biopsy specimen from patient 2 for genetic analysis. Genomic DNA was
extracted from the above samples. All the 28 exons of ATP2C1 gene and the flanking splice sites
were amplified by PCR followed by direct sequencing. Sequence comparisons and analyses were
performed using Phred-Phrap-Consed Version 12.0 program (http://www.phrap.org). Blood
specimen from patient 1 illustrated a heterozygous missense c.1748G4A mutation in exon 18
of ATP2C1. Besides, both blood and biopsy specimen from patient 2 manifested a heterozygous
missense c.1570T4C mutation in exon 17 of ATP2C1. Both mutations were not found in the
patients’ parents or 100 unrelated controls. Furthermore, these mutations were not seen in the
NCBI Single-Nucleotide Polymorphism Database or the Human Gene Mutation Database. Given
the above facts, we believe that c.1748G4A and c.1570 T4C are mutations causing PAD. This
is the first report, to our knowledge, of sporadic cases of PAD with novel mutations in ATP2C1
gene. Taking both clinicopathologic and genetic overlap with HHD into account, we propose
that PAD may be considered not a distinct entity, but rather a mild or localised subtype of HHD.
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THE THERAPEUTIC EFFECTS OF DERMAL MESENCHYMAL STEM CELLS CYTOTHERAPY
ON VITILIGO MICE
Yiping Zhu, Suiquan Wang, Miaoni Zhou, Qing Li, Aie Xu
Department of Dermatology, The Third People’s Hospital of Hangzhou affiliated to Zhejiang
Chinese Medical University, Hangzhou Institute of Dermatology and Venerology, Hangzhou,
Zhejiang, P.R. China. E-mail: xuaiehz@msn.com
Abstract: The cytotherapeutic potential of mesenchymal stem cells (MSCs) has been evaluated
in various disorders including those involving inflammation, autoimmunity, bone regeneration,
and cancer. Vitiligo is an autoimmune condition characterized by loss of epidermal
melanocytes. However, the effects of dermal mesenchymal stem cells (DMSCs) on vitiligo
are unclear. We investigated the effect of DMSCs infusion on the recovery from vitiligo induced
by monobenzone in mice. We found that DMSCs delayed the time of appearing depigmenta-
tion, reduced the depigmentation incidence, and lessened depigmentation area. Moreover, the
depigmented skin treated with DMSCs indicated gain of epidermal melanocytes by reflectance
confocal microscopy (RCM) and the histological examination showed loss perilesional
accumulation of CD8þ T cells. The levels of inflammatory mediators (IL-6, TNF-a, IFN-g,
and IL-13) were assayed by enzyme-linked immunosorbent assay method (ELISA). Serum
cytokine levels were significantly decreased after applicated by DMSCs. Collectively, these
data suggest that exogenous DMSCs act as bystander cells to inhibit the occurrence and
development of vitiligo.
ABSTRACTS
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THE THERAPEUTIC EFFECTS OF EGCG ON VITILIGO
Yiping Zhu1, Suiquan Wang1, Qing Li2, Aie Xu1
1Department of Dermatology, The Third People’s Hospital of Hangzhou, Hangzhou 310009,
China 2Zhejiang University of Traditional Chinese Medicine, Hangzhou, 310053, P.R. China.
E-mail: 1466818597@qq.com
Abstract: Epigallocatechin-3-gallate (EGCG) is one of the main chemical constituents of tea
polyphenol, which has shown to be an important traditional Chinese medicine. Tea polyphenol
has shown a variety of pharmacologic properties including anti-inflammatory, anti-oxidant, and
immunomodulatory effects. However, the effects of EGCG on vitiligo are unclear. In the present
study, we analyzed the role of EGCG in vitiligo induced by monobenzone in mice. We
demonstrated that EGCG delayed the time of depigmentation, reduced the depigmentation
incidence, and lessened depigmentation area. The result of reflectance confocal microscopy
(RCM) examination of the depigmented skin treated with EGCG indicated gain of epidermal
melanocytes and the histological examination showed loss perilesional accumulation of CD8þ T
cells. To further investigate the mechanism of EGCG anti-inflammatory effects, the levels of
inflammatory mediators (tumor necrosis factor-a (TNF-a), interferon-g (IFN-g) and interleukin-6 (IL-
6)) were tested by enzyme-linked immunosorbent assay method (ELISA). Serum cytokine levels
were significantly decreased after applicated EGCG compared with model group. The results
suggest that EGCG may have a protective effect on vitiligo, and it potentially contributes to the
suppression of the activation of CD8þ T cells and inflammatory mediators. Based on these results,
the 5% EGCG group was considered as the most suitable concentration for treating vitiligo, and
was thus used for further study. We also investigated the gene expression profile of this model
related to EGCG. Using a 4 44K Agilent whole genome oligo microarray assay, there were
about 1,264 downregulated genes and 1,332 upregulated genes in the 5% EGCG group compared
with the model group, including Cxcl3, Cxcl5, S100, Sprr, Il1b, tnfr, tnf, c-fos, cebpb and cxcr4
were downregulated genes, whereas egf, pi3kg and tgfbr2 were significantly upregulated. This
study demonstrated that EGCG supplementary was significantly associated with the decrease risk
of vitiligo. EGCG may be a new preventive agent of vitiligo in the clinical setting.
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IMMUNOSUPPRESSION OF UVR AND PROTECTION OF SUNSCREENS ON CANDIDA
ALBICANS INDUCED DELAYED TYPE HYPERSENSITIVITY MODEL
Huilan Zhu1, Quan Chen1, Runxiang Li1, Xiaoxia Zhao2, Bihua Liang1, Shaoyin Ma1
Siying Xiong1 & Junfeng Wang3
1Guangzhou Institute of Dermatology, Guangzhou, Guangdong, China 2Department of
Dermatology, HaiKou City People’s hospital, Haikou, Hainan, China 3Department of Phar-
macology & Therapeutics, University of Manitoba, Winnipeg, Manitoba, Canada. Correspon-
dence: Huilan Zhu, Guangzhou Institute of Dermatology and Venerology, No. 56 Henfu Rd.,
Guangzhou, Guangdong, China. E-mail: zhlhuilan@hotmail.com
Abstract: UVR-induced immunosuppression leading to the development of skin cancers
receives more and more attention in recent years. This study attempts to investigate the
immunoprotection of two different sunscreens on mice models, as well as whether skin
Langerhans cells are involved in this process. Hydraphase XL sunscreen and Anthelios
sunscreen were applied on back skin of BALB/c mice when treated with sub-erythema dose
of solar-simulated radiation (SSR). Delayed type hypersensitivity was also induced by
intraperitoneal injection with formalin-fixed Candida albicans. Then, swelling of the foot pads
was measured, and immunosuppression rate was also evaluated. Expression of CD1a, CD80
and CD86 were semi-quantitatively detected by immunohistochemistry and Western-blot.
Delayed type hypersensitivity mice model were successfully established. Immunosuppression
rate of SSR group (73.0±11.3%) was higher than Hydraphase XL sunscreen (54.1±6.4%) and
Anthelios sunscreen (29.7±7.5%) groups (Po0.01). Expression of CD1a and CD86 was
decreased in SSR group. Whereas the expression of CD1a, CD86 and CD80 in sunscreen-
treated group showed no significant difference comparing to SSR group. Sub-erythema of
ultraviolet exposure can reduce Candida albicans antigen induced-delayed type hypersensi-
tivity. Application of Hydraphase XL and Anthelios sunscreen can protect skin from
immunosuppression. Epidermal Langerhans cells are not required for ultraviolet-induced
immunosuppression.
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ACTIVATION OF COAGULATION, ANTI-COAGULATION, FIBRINOLYSIS AND THE
COMPLEMENT SYSTEM IN PATIENTS WITH URTICARIA
Huilan Zhu1, Bihua Liang1, Runxiang Li1, Jiayan Li1, Luyang Lin1, Shaoyin Ma1 and JunfengWang2
1Guangzhou Institute of Dermatology, 510095, Guangzhou, China. 2Department of Pharma-
cology & Therapeutics, University of Manitoba, Winnipeg, Manitoba, Canada Correspon-
dence: Huilan Zhu, Guangzhou Institute of Dermatology and Venerology, No. 56 Henfu Rd.,
Guangzhou, Guangdong 510095, China. E-mail: zhlhuilan@hotmail.com
Abstract: Recently released studies indicate that bctivation of blood coagulation may be
involved in causing urticaria. To evaluate whether or not anticoagulation, fibrinolysis and the
complement system are also involved in the pathogenesis of urticaria. Coagulant factors,
anticoagulant factors, fibrinolytic markers and complement components were analyzed in
patients with acute urticaria (AU) and chronic urticaria (CU). Plasma levels of activated factor
VII (FVIIa) were higher in AU patients (Po0.01) but not significantly different in CU patients
(P40.05), while levels of the thrombin-antithrombin complex (TAT) and prothrombin fragment
1þ 2 (F1þ 2) were significantly higher in CU patients (Po0.01). Levels of factor IX (FIX) and
tissue factor (TF) were lower in CU patients (Po0.01). Plasma levels of tissue factor pathway
inhibitor/activated factor X (TFPI/Xa) were higher in CU patients (Po0.01) but not significantly
different in AU patients (P40.05), whereas levels of thrombomodulin (TM) were lower in CU
patients (Po0.01). Plasma levels of D-dimer in AU and CU patients and levels of high
molecular weight kininogen (HMWK) in CU patients were increased significantly (Po0.01),
while levels of tissue-type plasminogen activator (t-PA) were decreased (Po0.01). Plasma
concentrations of C5a in CU patients were superior to those in healthy controls (Po0.01).
Serum levels of C4 also increased (Po0.01). The activation of coagulation, anticoagulation,
fibrinolysis and the complement system may be involved in the pathogenesis of urticaria. It also
indicates that coagulation conditions in CU patients can recover after antihistamine treatment,
but do not immediately return to normal levels directly after administration.
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ROLE OF ABNORMAL ANTERIOR PITUITARY HORMONES–GROWTH HORMONE AND
PROLACTIN IN ACTIVE SYSTEMIC LUPUS ERYTHEMATOSUS
Xiaohua Zhu, Jinhua Xu, Shujuan Li, Wen Huang, Feng Li
Department of Dermatology,Huashan Hospital, Fudan University, No.12, Wulumuqizhong
Road, Shanghai 200040, China. E-mail: lifenghuashan@163.com
Abstract: We determined the expression levels of human growth hormone (GH), prolactin
(PRL), and their receptors in subjects presenting with SLE, and modulation of disease severity.
Forty-seven subjects and ten healthy controls were assessed for possible association between
SLE disease activity and levels of serum PRL, GH and thyrotropin-releasing hormone (TRH). In
peripheral blood mononuclear cells (PBMC), specific binding and mRNA expression of
receptors for GH (GHR), and PRL (PRLR) were determined by receptor-ligand binding assay
(RLBA) and RT-PCR. PBMC of recruited subjects were treated with hPRL and rhGH to assess
IgG production and antibodies against dsDNA. In active SLE subjects we found elevated PRL
and GH levels. Study subject PBMCs displayed augmented GHR and PRLR protein and mRNA
expression. Study subjects also showed a positive correlation in serum PRL levels and specific
antibodies against dsDNA, SLE disease activity index (SLEDAI), and proteinuria. However, a
negative correlation was found between serum PRL levels and complement component C3.
We found a positive correlation between specific binding rates of PRLR and GHR and both SLE
activity and dsDNA antibody titers. Enhanced IgG and anti-dsDNA secretion was observed in
cultured PBMC stimulated by PRL or GH with/without PHA, PWM, IL-2 or IL-10. In active SLE,
a close association was found between augmented PRL and GH levels, expression and specific
binding activities of PRLR and GHR, and changes in the specific titer of anti-dsDNA. Anterior
pituitary hormones play an important role in the pathogenesis of SLE. High levels of growth
hormone (GH) and prolactin (PRL) play an important role in pathogenesis of SLE, which is
correlated with SLE disease activity and antibodies against dsDNA. The mechanism of GH and
PRL in SLE is complicated and need to be studied further.
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A CASE REPORT OF NK/T-CELL LYMPHOMA PRESENTING AS NECROTIC LESION
Zhang Yan, Wang Tao, Wan Li, Wang Wen-jing, Gao Shun-qiang
1Department of Dermatology, the Fourth Hospital of Hebei Medical University, Shijiazhuang,
050011, China; 2Department of Nephrology, Hebei General Hospital, Shijiazhuang, 050051,
China
Abstract: A 60-year-old woman was admitted to our department with the complaints of
chronic sinusitis, swelling in the right temporal area, and necrotic lesion after radiotherapy for
nasal squamous cell carcinoma. Necrotic lesion initially appeared during the radiotherapy and
then extended to the skin of the right temporal area. 2 years ago nasal polypectomy was
performed in the local hospital. Although no positive result was found by neither direct
microscopy nor fungical culture, the mycelium and enterococcus faecalis were recovered from
biopsy tissues in the necrotic lesion and bacterial culture, respectively. She was treated
successively with antifungal and antibiotics therapy for eleven and twenty days. However,
necrosis fulminated to the entire right face and the new lesion was found under the left lower
eyelid. High fever and local pain appeared. By reviewing the past specimen of the nasal
dorsum, the diagnosis was revised to natural killer/T-cell lymphoma. The patient was treated
with steroids, however, the progression could not be controlled and family members gave up
the treatment. The patient died for unknown reason 5 days later. Mucor irregularis infection
and NK/T cell lymphoma are characterized by progressive swelling, ulceration, and destruction
of the central face that is usually fatal. Pathological features are inflammation, necrosis, and
granulation. Nasal lymphoma is rare in the western world, but more common in Asia. It causes
progressive destruction in the nasal and midface structures. There is necrosis accompanied by
angioinvasion and pleomorphic cellular infiltration in the involved tissues. Sinonasal
lymphoma has nonspecific early symptoms. When suspicion arises, deep biopsy and
histopathologic examination with immunostaining should be performed for early diagnosis.
These are extremely aggressive tumours, with a median survival of less than 12 months.
‘Sandwich therapy’ using a combination of chemotherapy with sandwiched Cisplatin-primed
radiotherapy has also shown encouraging results. A high index of clinical suspicion is required
for early diagnosis.
ABSTRACTS
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THE PATHOGENIC ROLES OF TOLL-LIKE RECEPTOR 2 IN SYSTEMIC LUPUS
ERYTHEMATOSUS AND ITS MOLECULAR MECHANISMS
Yu Liu, Jieyue Liao, Ming Zhao, Qianjin Lu
Department of Dermatology, Second Xiangya Hospital, Central South University, Hunan Key Labo-
ratory of Medical Epigenetics, Changsha, Hunan 410011, PR China. E-mail: qianlu5860@gmail.com
Abstract: Systemic lupus erythematosus (SLE) is a prototypical autoimmune disease with diverse and
nonspecific presentations. The exact molecular mechanisms underlying SLE remain elusive.
However, the dysregulation of innate immune system are generally believed to play an important
role in the pathogenesis of SLE. Toll-like receptor 2 (TLR2) belongs to pattern recognition receptors,
which can recognize both exogenous pathogen-associated molecular patterns (PAMPs) and
endogenous damage-associated molecular patterns (DAMPs). The stimulation of TLR2 by PAMPs
or DAMPs can contribute to the initiation and maintenance of the perpetuated inflammatory
reactions in autoimmune diseases, including SLE. It was reported that, the mRNA level of TLR2
elevated in the peripheral blood mononuclear cells (PBMCs) in SLE patients, which indicated that
TLR2 may play a role in the development of SLE. Peripheral blood mononuclear cells (PBMCs) from
controls and patients were isolated by Ficoll-Hypaque density gradient centrifugation. CD4þT cells
were then isolated by positive selection using magnetic beads.TLR2 mRNA level in CD4þ T cells
from SLE patients and normal controls were determined by real-time PCR (RT-PCR). Flow cytometry
was used to distinguish TLR2þCD4þT cells from PBMCs of 19 SLE patients and 14 normal
controls. The isolated CD4þT cells from SLE patients were divided into control group and
experimental group which was stimulated by Pam3CSK4. And the expression of CD40L, CD70 and
CD11a on CD4þ T cells after TLR2 stimulation were detected by flow cytometry. The production of
cytokines including IL-6, IL-10, IL-17a, TNF-a and IFN-g were assessed by ELISA. The mRNA levels
of foxp3, IL-17a and IL-17f in CD4þT cells were detected by RT-PCR. The histone modification
status of IL-17a and IL-17f promoter regions were analysed by ChIP-PCR. Compared to normal
controls, the mRNA level of TLR2 elevated in CD4þT cells from SLE patients (P¼ 0.0012), and the
percentage of TLR2þCD4þ T cells in PBMC significantly increased in both treated (P¼0.0002)
and untreated SLE groups (P¼ 0.032). However, traditional treatment showed no effects on the
expression of TLR2 in CD4þT cells from SLE patients (P¼ 0.803). The expression of CD40Land
CD70 were significantly upregulated by TLR2 stimulation (P¼ 0.0163; P¼ 0.0088, respectively),
but the expression of CD11a exhibited no difference between control group and experimental group
P¼0.1181). The levels of IL-6, IL-10, IL-17a and TNF-aelevated after treated with Pam3CSK4
(P¼0.0005; P¼ 0.0248, P¼ 0.007; P¼ 0.000, respectively), while the level of IFN-gdid not change
significantly (P¼ 0.0786). Moreover, TLR2 stimulation inhibits Foxp3 expression and promotes IL-17
production. The ligation of TLR2 could mediate the histone acetylation and methylation status of the
promoter regions of IL-17a and IL-17f. Our data provide evidence that TLR2 stimulation promotes
autoreactivity of SLE CD4þT cells, increases the production of cytokines and inhibit the expression
of Foxp3. Furthermore, our data indicate that TLR2 activation can regulate histone acetylation and
methylation of the IL-17a and IL-17f promoter regions thus elevates the expression of IL-17. Taken
all together, the results of this study demonstrated that stimulation of TLR2 contributes to the
pathogenesis of SLE thereby providing a theoretical basis for more effective therapy of SLE.
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CYTOSOLIC DNA TRIGGERS CELL DEATH AND PRO-INFLAMMATORY CYTOKINE
PRODUCTION IN NORMAL HUMAN MELANOCYTES
Suiquan Wang, Aie Xu
Third People’s Hospital of Hangzhou, 38 Xihu Ave, Hangzhou, Zhejiang Province 310009,
China. E-mail: wangsq3@hotmail.com
Abstract: Considerable evidence implicates that viral infection might be a participant factor in
the pathogenesis of vitiligo. However, it is still unclear how viral infection leads to the
melanocyte destruction. In macrophages and some other cell types, transfected DNA or
infection with certain viruses can trigger cell death via the absent in melanoma 2 (AIM2)-
mediated pyroptosis. Meanwhile, production of pro-inflammatory cytokines can also be
induced by cytosolic DNA. To elucidate the effects of cytosolic dsDNA on the viability and
cytokine synthesis of normal human melanocytes and to explore the underlying mechanism-
s.Primary cultured normal human melanocytes were transfected with poly (dA:dT). Cell
viability was measured 24 h later by MTS assay. Apoptotic cells were stained by PI and
Annexin V and detected by flow cytometer. Cytotoxicity was evaluated according to the
release of lactate dehydrogenase (LDH). Production of pro-inflammatory cytokines including
TNF-a, IFN-b, IL-6 and IL-8 were measured 8 h after poly (dA: dT) transfection by quantitative
real-time PCR. Phosphorylation of ERK, p38, JNK and NFkB p65, as well as the expression of
cytosolic dsDNA sensors including AIM2 and RIG-I, were detected by western blotting. siRNAs
were engaged to lower down the expression of AIM2 and/or RIG-1 in melanocytes. Inhibitors
including U0126, SB203580, SP600125 and BAY 11–7082 were used to suppressed the
activities of ERK, p38, JNK and NFkB respectively. Poly (dA: dT) triggers apoptosis and pro-
inflammatory cytokine synthesis in melanocytes in a dose-dependent manner. The apoptosis
inducing effect needed both AIM2 and RIG-I since knocking down the expression level of
AIM2 or RIG-I by RNA interference partially reduced the cell death. Whereas, poly (dA:dT)-
caused pro-inflammatory cytokine synthesis was significantly suppressed by RIG-I siRNA, but
not by AIM2 siRNA. Poly (dA:dT) treatment induced the increase of phosphorylation of p38
and JNK. Pre-treatment of JNK inhibitor SP600125 restored the cell viability after poly (dA:dT)
transfection suggesting that JNK activity is involved in the apoptosis induction by poly (dA:dT).
Poly (dA:dT) treatment induced the phosphorylation of NFkB p65 as well. NFkB inhibitor BAY
11–7082 blocked the induction of pro-inflammatory cytokines by poly (dA:dT) transfection,
which showed no effect on the cell viability of melanocytes. AIM2 and RIG-I sense the
cytosolic viral dsDNA and trigger the cellular apoptosis which is at least partly mediated by
JNK signaling pathway. As respect to the pro-inflammatory cytokine synthesis, it is mainly
induced by RIG-I through the activation of NFkB. This work provides the possible mechanism
of melanocyte destruction and immuno-stimulation by viral infection. Further proof of viral
factors in the pathogenesis of vitiligo needs to be obtained from clinical samples and animal
models.
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SYSTEMIC LUPUS ERYTHEMATOSUS PATIENT WITH FALSE POSITIVE RESULTS OF
ANTIBODY TO HIV: A CASE REPORT
Lian Jian1,#, Wenli Liang2,#, Ledong Sun1,*
1Department of Dermatology, Zhujiang Hospital, Southern Medical University, Guangzhou
510282, China; 2Nursing school of Guangdong Pharmaceutical University, Guangzhou
510310, China. #These authors contributed equally to this work. *Corresponding author.
E-mail: sunledong126@126.com.
Abstract: Systemic lupus erythematosus (SLE) is a typical kind of autoimmune diseases which have
lots of autoantibodies in the serum, especially the ANAs. False positive results for antibody to HIV
with SLE may be related to high titres of autoantibodies. Esteva first reported two cases of false
positive serologic tests for human immunodeficiency virus (HIV) in two men with SLE in 1992.
Similar cases have not been reported in China yet. We here report one patient with active SLE and
positive result for antibody to HIV by enzyme linked immunosorbent assays (ELISAs) but was
unconfirmed by western blot analysis (performed at the Center for Disease Control and Prevention
of Guangdong province). A 76-year-old woman has got both lower limbs petechia and ecchymosis
for 1 month, edema for 6 days and fever for 3 days. The patient suffered purpura of both lower
limbs, edema, arthralgia, recurrent fever, kidney damages, serositis, progressive reduction of
platelet, moderate anemia and lymphadenopathy in the last two months. Laboratory examinations
showed that her whole blood cells, platelet counts, serum albumin level and complements were all
decreased and her titres of antibodies to dsDNA were high. Our patient had unequivocal SLE as
she fulfilled seven American Rheumatism Association criteria (1997). Enzyme linked immunosor-
bent assays (ELISAs) for human immunodeficiency virus (HIV) was positive, but negative by
Western blot analysis. A diagnosis of Systemic lupus erythematosus was made in view of the above
findings. Then the patient was administrated with intravenouscorticosteroids (Methylprednisolone
40mg/day 5days, and then Dexamethasone 10mg/day), together with antibiotics (cefoperazone,
lomefloxacin and teicoplanin, etc) as well as human immunoglobulin (400mg/ kg  d5days)
simultaneously or successively. One month later the patient showed significant reduction of urine
protein (0.12g/24h) and serous effusions.But there were stilltransientfever in dailymorning(about
39.00C), diffuse lymphadenopathy and mouthulcers which were difficult to heal. So we tested the
antibody to HIV, but results were three times positive by ELISA (laboratory of NanFang Hospital
and Center for Disease Control and Prevention of Guangdong province), but were negative by
Western blot analysis (Center for Disease Control and Prevention of Guangdong province). We
considered that the HIVscreening tests in the early three times were false positive. The patient
rejected tests of gene amplification by the polymerase chain reaction, virus isolation and
cultivation, the CD4 cell count and the ratio of CD4/CD8. The patient showed improvement
with increased glucocorticoid dosage (Methylprednisolone 80mg/day 6days) and discharged. In
the follow-up visit a year later, the patient’s SLE was in stable condition and the HIV screening test
was negative.There are substantial circumstantial evidences that SLE is closely related to Human
endogenous retroviruses (HERVs). SLE patients produce high titer antibodies to various retroviral
proteins, including Gag, Env, and Nef of HIV and HTLV, in the absence of overt retroviral infection.
Possible mechanism is that molecular mimicry between hypoxia response elements (HRES-1) and
the small ribonucleoprotein complex initiate the production of autoantibodies, leading to immune
complex formation, complement fixation, and pathological tissue deposition (Adelman et al.,2002).
Also there is cross-reaction with these autoantibodies and retroviral protein. Because of the
presence of autoantibodies and cross-reactivity, diagnosis of HIV infection should be cautious in
patients with systemic autoimmune disease. The use of rigorous confirmatory testing by western
blot analysis or immunofluorescence assay is therefore mandatory. More sensitive assays may be
necessary to confirm the presence of HIV infection, such as gene amplification by the polymerase
chain reaction, virus isolation and cultivation, the CD4 cell count and the ratio of CD4/CD8.
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AUTOLOGOUS PERIPHERAL HEMATOPIETIC STEM CELLS TRANSPLANTATION FOR
TREATMENT OF REFRATORY PEMPHIGUS
Ledong Sun1, Wenli Liang2, Kang Zeng3
1Department of Dermatology, Zhujiang Hospital, Southern Medical University, Guangzhou
510282, China; 2Nursing school of Guangdong Pharmaceutical University, Guangzhou
510310, China; 3Department of Dermatology, Nanfang Hospital, Southern Medical University,
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Abstract: Pemphigus is a kind of serious intraepidermale bullous dermatosis involved skin and
mucous membrane, whose pathogenesis is not fully clear yet; so far, it is considered as an
autoimmune disease. Corticosteroid hormones are the preferred drug; when necessary,
corticosteroid pulse therapy or it combined with immunosuppressive therapy can be used. With
the conventional application of corticosteroids and (or) immunosuppressant therapy, some cases
can be alleviated temporarily, but often there are serious side effects; more than 60% patients
finally died of the side effects of corticosteroids, which seriously affects the survival time and
quality of life of the patients; more ever, a small number of patients have poor response to
corticosteroids and (or) immune inhibitors treatments. In conlusion, clinical treatment of
pemphigus is tricky. In recent years, autologous peripheral blood hematopoietic stem cell
transplantation has gradually achieved effect on the treatment of autoimmune diseases, which
becomes a hot research topic at home and abroad. At present, many great progresses have been
achieved in treating systemic lupus erythematosus, rheumatoid arthritis, systemic sclerosis and
multiple sclerosis by using high-dose immunosuppressant combined with hematopoietic stem cell
transplantation therapy, but few has been reported about this method being used in pemphigus at
home and abroad. Pemphigus is a kind of autoimmune disease involved many factors, whose
pathological immune T and B lymphocytes are derived from common stem/progenitor cells.
Therefore, we agree that hematopoietic stem cell transplantation after destroying the pathological
immune cells T and B lymphocytes with certain means (such as chemotherapy or radiation
therapy) can reconstruct the normal immune cell system, which may be an effective method to
cure pemphigus. Autologous peripheral blood hematopoietic stem cell transplantation was
performed in 4 patients having bad effects after conventional corticosteroids and immunosup-
pressant treatments. Mobilization scheme was cyclophosphamideþ granulocyte colony stimulat-
ing factorþ rituxan (anti B cells CD20 antibody); intravenous cyclophosphamide (3 g daily) was
performed for 2 days, and rituxan (375 mg/m2) 7 days later; when the white blood cells was lower
than 1.0 109/l, granulocyte colony stimulating factor (5 ug/kg) was given. Till the conditions
were ripe, CS3000Plus blood cell separator was used to collect the peripheral blood stem cells
and store it in the liquid nitrogen frozen storage. Pretreatment via intravenous drip with
cyclophosphamide (50mg/kg daily for 4 days) combined with antithymocyte globulin (2.5 mg/kg
for 3 days) and rituxan (375 mg/m2  day for 2 days [0 day and þ 7 day]) was then achieved. The
peripheral blood stem cells were reinfused on the 0 day. After transplantation, changes of clinical
symptoms, hematopoiesis and immune indexes were observed. After transplantation, the patients
stopped using corticosteroids drugs and clinical symptoms in all patients disappeared; direct
immunofluorescence and indirect immunofluorescence examinations showed negative results.
One patient complained of aseptic necrosis of caput femoris, but consciously felt bilateral hip
pain relief three weeks after transplantation; CT showed that femoral head ischemic changes were
alleviated, indicating improvement in the patient. Another one was complicated with hyperten-
sion and diabetes, which disappeared within the next six months. After 5–10 years of follow-up,
clinical and immunological results showed no signs of recurrence. Autologous peripheral blood
hematopoietic stem cell transplantation has significant short-term curative effect on severe
pemphigus, which might be the potential cure method for severe pemphigus having treatment-
resistance; however, its risk/reward ratio is worth for further evaluation.
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ONE CASE OF APLASTIC ANEMIA WITH RARE GREAT CONDYLOMA ACUMINATE
Juan Yi, Lu Zhao, Guoqiang Zhang, Shunqiang Gao, Yuan zhu Lin
Department of Dermatology, the fourth hospital of Hebei medical university, No. 12, Jiankang
Rd., Shijiazhuang City, Hebei Province, 23, China. Corresponding author: Guoqiang Zhang.
E-mail: zgq810328@sina.com
Abstract: The patient was a 17 years old-girl. There were some cauliflower-like neoplasms
from the vulva to the anal more than six months. The patient had the history of aplastic anemia
four years. Dermatology examination: The 3cm-5cm diameter size of cauliflower-like
neoplasms were densely arranged from the vulva to the anus , Which reciprocally integrated
into about 6cm  15cm  17 cm size of huge mass. And the surface of the mass was uneven,
and there was a slight tenderness. The double lower extremity was not edema. Laboratory tests:
blood routine: leukocytes 4.04-7.4  109 / L, erythrocyte 1.85-2.18  1012/L, platelets 17-59
 109 / L, hemoglobin 68.4-80.4g / L; The check the bone marrow was showed poor bone
marrow hyperplasia, red tablets reducing, no megakaryocytes; pathology was revealed
papillomatosis of squamous cell and some "koilocytes". Diagnosis: 1 aplastic anemia, 2 huge
genital warts.
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CLINICAL EFFICACY OBSERVATION OF THE HEMANGIOMA ON HANDS AND FOOTS
WITH THE TREATMENT OF 595NM PULSED DYE LASER
Caixia Hu, Juan Yi, Guoqiang Zhang, shunqiang Gao
Department of Dermatology, the Forth Hospital of Hebei Medical University, Shijiazhuang
050017, China. E-mail: 45242964@qq.com
Abstract: To investigate the curative effect of the hemangioma on hands and foots by the treatment
of 595nm pulsed dye laser. It was retrospectively observed and analyzed the curative effect of the
hemangioma on hands and foots by the treatment of 595nm pulsed dye laser in our hospital from
2011 to 2014. According to the maximum diameter of hemangioma, we divided the patients into
two groups about do2cm group and dZ2cm; And according to the ages of the patients, we
divided the patients into three groups about 1–6 months old group, 6 months to 1 year old group
and above 1 years old group. According to the age of patients, skin lesions and the types, we
choose the suitable parameters (pulse width 0.45B10ms, the energy density of 8B15 J/cm2, DCD
cooling system injection 20B30ms) to conduct laser treatment which make the lesions become
taupe. The postoperative ice cooling 15B30min was beneficial to analgesia and swelling, and
then topical antibiotic ointment about one week was good for preventing infection and adverse
reactions. We suggested the patients touch less water, be attention to the sun and reduce strenuous
exercise in post-operation. The patients required 2 to 6 times therapy, and each time required 0.5 to
1 mouth interval. We photographed for visiting the efficacy before and after treatment and recorded
the occurrence of adverse reactions.The cure rates of do2 cm group and dZ2cm group were
76.0% and 60.0%, The cure rate of hemangioma diameter do2cm was higher than the dZ2 cm
group, and the differences between the two groups was statistically significant (w2¼ 4.03,
Po0.05). There was no case of adverse reactions in patients of the hemangioma longest diameter
do2 cm group, And there was one case of blisters in the patients of hemangioma longest
diameter dZ2cm group, but which released blister fluid after local disinfection, the blisters was
dried up and healed.According to grouped by age of patients, the cure rates of 1–6 months, 6
months to 1 years old and above 1 years old patient groups were 66.7%, 70.6% and 71.4%, and
the difference was not statistically significant comparing with the groups (w2¼ 4.334, P40.05).
The efficacy of superficial hemangiomas on hand and foot by the treatment of 595nm dye laser
was sure. And most of proliferative hemangioma were brought under control, stable hemangioma
were gradually subsided after treatment. The treatment was not required the application of
anesthesia before surgery for short treating-time, and the treatment was good compliance, safe
and no serious adverse reactions. The curative effect of smaller diameter of hemangioma was
better, but the efficacy was not significantly correlated with the children’s ages.
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C-TYPE LECTIN DC-SIGN IS A CARBOHYDRATE-RECOGNITION RECEPTOR ON
HUMAN DENDRITIC CELLS THAT RECOGNIZES COMMON ALLERGENS
Yu Zhang, Xu Yao, Baoxi Wang
Institute of Dermatology, Chinese Academy of Medical Sciences, Nanjing, China.
E-mail: dryao_xu@126.com
Abstract: Dendritic cells (DCs) act as sentinels of the immune system and internalization of antigens
by DCs is an important step in the sequence of events that leads to the induction of the adaptive
immune response. As a kind of PRRs, DC-SIGN contains C-type carbohydrate-recognition domain
and are known to bind to high mannose oligosaccharides and several fucosylated Lewis glycoforms
with different binding patterns. Common allergens including house dust mite and egg white are rich
in polysaccharides, and the cellular basis of allergens uptake and processing by DCs is largely
unknown, so we speculate that allergen-associated glycans may serve as the molecular patterns in
functional interaction with DC-SIGN. We conducted a series of researches on the binding ability of
DC-SIGN with allergens (Der p2 and Gal d2). Firstly, an enzyme-linked immunosorbent assay-
based binding assay was performed to determine the binding activity of purified allergens (house
dust mite and egg white) with soluble DC-SIGN. Secondly, we investigated whether allergens also
interacted with cellular DC-SIGN. Fluorescently labeled Der p2 (house dust mite) and Gal d2 (egg
white) were incubated with DC-SIGN transduced HEK-293T cells, or a mock transduced HEK-
293T cells. Thirdly, in case of MDDCs expressing high levels of DC-SIGN, we investigated
whether human monocyte-derived DCs (MDDCs) interact with different allergens. The above
mentioned cellular binding activity assay were detected by using flow cytometry. Finally, we have
used confocal laser scanning microscopy to investigate the uptake of Der p2 and Gal d2 by
MDDCs.DC-SIGN efficiently interacted with houst dust mite and egg white tested. Mannan and
anti-DC-SIGN could prevent DC-SIGN binding to different concentrations of allergens, although
mannan is slightly more efficient in blocking DC-SIGN compared to anti-DC-SIGN. Fluorescently
labeled Der p2 and Gal d2 strongly interacted with DC-SIGN transduced cells, which were
completely inhibited by mannan, whereas no binding was observed to mock-transduced cells.
Strikingly, MDDCs strongly interacted with fluorescently labeled Der p2 and Gal d2. The binding
to these allergens was primarily mediated via DC-SIGN, since both mannan and specific antibodies
against DC-SIGN inhibited the binding to MDDCs. MDDCs are able to phagocytose Der p2 and
Gal d2. We observed Der p2 and Gal d2 were localized at the surface of the cells at 15mins of co-
incubation. While after 45mins of con-incubation, the allergens were phagocytosed into the inside
of the cells. DC-SIGN exclusively expressed on DCs could take part in allergens uptake and
processing, thus may be involved in inducing T cells polarization in allergic disease.
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MITOCHONDRIAL DNA DEPLETION DECREASED CELL APOPTOSIS INDUCED BY
SIMULATED SOLAR UV-IRRADIATION
Hulin Chen, Zhongrong Liu, Huilan Yang, Xiuzhen Fan, Yingjie Zhu and Minling Zhao
Department of Dermatology, Guangzhou General Hospital of Guangzhou Military Command
(Liuhuaqiao Hospital), Guangzhou 510010, China. E-mail: pfklzr@163.com
Abstract: The purpose of this study is to test the hypothesis that mtDNA depletion can resist
against apoptosis and study the possible mechanism. Rho1206 and 143B cells were prepared
and treated with simulated solar irradiation in different doses. Morphological changes of
apoptosis induced by simulated solar irradiation were observed under both light microscopy
and fluorescence microscope. Besides, apoptosis of cells were quantificationally identified by
Annexin V assay. By means of flow cytometry, apoptosis and ROS production of Rho1206 and
143B cell lines were found and measured to assess role of ROS in apoptosis process. Apoptosis
and ROS production was notably increased both in Rho1206 and parental cells that irradiated
by stimulated solar irradiation. However, apoptosis and ROS were found lower in Rho1206
cells than that in 143B cells. Compared to 143B cell, DNA-depleted cells can resist against the
apoptosis that induced by stimulated solar irradiation in certain dose. The possible reason
could be related to a decreased ROS production.
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TET2 PROTEIN INDUCES INTERLEUKIN 17A EXPRESSION IN CD4þT CELLS OF
PATIENTS WITH SYSTEMIC LUPUS ERYTHEMATOSUS
Duo Li, Qian Tang, Yang Yang, Lina Tan, Ming Zhao, Qianjin Lu
Department of Dermatology, Second Xiangya Hospital, Central South University; Hunan Key Labo-
ratory of Medical Epigenomics, Changsha, Hunan, China. E-mail: qianlu5860@gmail.com
Abstract: Th17 cells plays a pivotal role in the pathogenesis of autoimmune diseases,such as systemic
lupus erythematosus (SLE), rheumatoid arthritis and psoriasis. SLE patients have higher serum levels of
IL-17. However, the exact mechanisms that lead to increased IL-17 levels remain unclear. Ten-eleven
translocation (TET) family of DNA hydroxylases have the capacity to convert 5-methylcytosine (5mc) to
5-hydroxymethylcytosine (5hmC), and contribute to dynamic changes in DNA methylation and gene
expression. Moreover, TET proteins are crucial for diverse biological processes, including pluripotent
stem cell differentiation. TET gene family has three members: TET1, TET2 and TET3. Our previous results
showed that both TET1 and TET2, particularly TET2 was increased in CD4þT cells of patients with SLE,
which suggests TET2 may participate in the pathogenesis of SLE. Peripheral blood mononuclear cells
(PBMCs) from venous peripheral blood of each SLE patient and healthy control were isolated by Ficoll-
Hypaque density gradient centrifugation. Human naive T cells were isolated by magnetic sorting using
Naive CD4þT Cell Isolation Kit II (Miltenyi Biotec), according to the manufacturer’s instructions.
CD4þT cells were then isolated by positive selection using magnetic beads. Human naive CD4þT T
cells from healthy donors were incubated in the presence of plate-bound anti-CD3 and anti-CD28
antibodies,and Th17 cell differentiation is driven by cytokines/antibodies(IL-6, TGFb, IL-21, Il-23, Il-1b,
anti-IL4 and anti-IFNg) for 3, 5, 7 days respectively. TET2-siRNA or control siRNA was transfected into
SLE CD4þ T cells by transient electroporation. TET2-expressing plasmid or control plasmid was
transfected into normal CD4þT cells by transient electroporation. The mRNA levels of IL-17A, IL-17F
and TET2 were examined by real-time PCR. The protein level of IL-17A was measured by flow
cytometric analysis. TET2 protein level was detected by western blotting. The enrichment of TET2 in the
promoter region of the IL-17A gene was investigated by chromatin immunoprecipitation and real-time
PCR (CHIP-qPCR). Compared to controls, both IL-17A and IL-17F mRNA levels and IL-17A protein
levels were significantly increased in naive CD4þT cells undergoing the Th17 induction treatment,
reached a peak on day 7 (Po0.05; Po0.05; Po0.05, respectively). TET2 mRNA and protein levels
were also significantly increased and reached a peak on day 7 during the process of Th17 differentiation
(Po0.05; Po0.05). IL-17A mRNA and protein levels were significantly down-regulated in SLE CD4þT
cells transfected with TET2-siRNA(Po0.05; Po0.05), while IL-17A mRNA and protein levels were
significantly up-regulated in normal CD4þT cells transfected with TET2-expressing plasmid (Po0.05;
Po0.05). TET2 enrichment at IL-17A promoter region was significantly reduced in SLE CD4þT cells
transfected with TET2-siRNA (Po0.05), while TET2 enrichment at IL-17A promoter region was
increased in normal CD4þT cells transfected with TET2-expressing plasmid (Po0.05). Moreover, TET2
enrichment at IL-17A promoter region was increased in CD4þT cells from SLE patients compared to
healthy controls (Po0.05). There was positive correlation between TET2 enrichment at IL-17A promoter
and IL-17A expression in CD4þ T cells (r¼ 0.685, Po0.05).Our study demonstrates that TET2
promotes IL-17A expression by binding to its promoter region and activating its transcription. TET2 may
play a key role in the pathogenesis of SLE by inducing Th17 differentiation.
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MYCOPHENOLIC ACID UPREGULATES MIR-142-3P/5P AND MIR-146A IN LUPUS
CD4þT CELLS AND ITS MECHANISMS
Qian Tang1, Yang Yang1, Ming Zhao1, Gongping Liang1, Qian Liu1, Duo Li1, Susan Yung2,
Tak-Mao Chan2, Qianjin Lu1,*
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Abstract: Systemic lupus erythematosus (SLE) is a chronic, potentially fatal systemic autoimmune
disease characterized by overproduction of autoantibodies and circulating immune complex that
cause multiple organ damage. Mycophenolic acid (MPA), the active metabolite of mycophenolate
mofetil (MMF), is a noncompetitive and reversibe inhibitor of inosine monophosphate dehydrogenase
(IMPDH) and now is widely used for the treatment of SLE. MicroRNAs have been identified as key
regulators of lymphocyte function and involved in the pathogenesis of SLE. Our previous studies have
proved that reduced expression of miR-142-3p/5p in lupus CD4þ T cells causes T cell overactivity
and B cell hyperstimulation. MiR-146a has been reported to negatively regulate the immune
activation by target immune-related genes such as TRAF6, IRAK1, IRF5 and STAT1. However, it is
unkown whether MPA regulate the expression of mircoRNAs in lupus CD4þ T cells and whether
this regulation contributes to therapeutic activity of MPA. This study was undertaken to investigate the
effect of MPA on microRNAs expression in lupus CD4þ T cells and its potential mechanisms. T cells
were isolated by positive selection using CD4 beads. Activated normal CD4þT cells from healthy
donors were exposed to MPA at concentration of 1, 5, 10mm/l and incubated for 48hours. Protein
level of CD40Ligand (CD40L) and cell apoptosis were measured by flow cytometric analysis. Lupus
CD4þT cells were exposed to 1mm/l MPA and then subjected to microRNA array analysis.
Differentially expressed miRNAs were validated by quantitative real-time PCR. Histone modification
status of miR-142 and miR-146a were assayed by ChIP -quantitative PCR. Analysis of the microarray
data identified 101 miRNAs significantly upregulated and 77 miRNAs significantly downregulated in
MPA-treated lupus CD4þT cells. MiR-142-3p/5p and miR-146a expression were significantly
increased in MPA-treated lupus CD4þT cells compared to untreated control (Po0.05; Po0.05
respectively). Furthermore, we found that MPA-treated CD4þT cells from patients with SLE showed
enriched levels of H4 acetylation in the putative miRNA-142 regulatory region and enriched levels of
H3 acetylation in the putative miRNA-146a regulatory region compared with untreated cells
(Po0.05; Po0.05, respectively). However, H3 acetylation, H3K4 tri-methylation (H3K4me3), H3K9
tri-methylation (H3K9me3) levels in the putative miRNA-142 regulatory region and H4 acetylation,
H3K4me3, H3K9me3 levels in the putative miRNA-146a regulatory region showed no significant
difference between MPA-treated lupus CD4þT cells and untreated cells. Data from the present study
demonstrates that MPA activation of miR-142 and miR-146a expression through promoter histone
modifications. These findings may partly explain the pharmacological mechanisms of MPA. More
work is needed to provide further evidence whether MPA can regulate the targets genes of miR-142
and miR-146a through the induction of miR-142 and miR-146a.
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INTERLEUKIN-15 IS REGULATED BY NRF2 AND IMPACT ON PI3K/AKT SIGNALING
PATHWAY IN HACAT CELLS
Cuiping Guan, Wen Xu, Weisong Hong, Aie Xu
Department of dermatology, The third people’s hospital of Hangzhou, Hangzhou 310009,
China. E-mail: imgcp@hotmail.com
Abstract: Vitiligo is a multifactorial polygenic disorder with a complex pathogenesis, and a single
dominant pathway seems unlikely to explain all cases of melanocyte loss in vitiligo. Several studies
have suggested that interplay between oxidative stress and immune system was in the pathogenesis
of vitiligo, although the interplay still remains unanswered. Our previous study indicated that
abnormal translocation of Nrf2 was in the lesions of vitiligo patients, and inhibition of Nrf2 in
HaCaT cells resulted in the change of many cytokines including Interleukin-15 (IL-15). IL-15 is
constitutively expressed by a large number of cell types and tissues, including monocytes,
macrophages, dendritic cells (DC), keratinocytes, fibroblasts and nerve cells. Presently, IL-15 gene
expression and regulation related to many innate immunity trigger signals have been clarified in
some specific cell types, but the relationship of Nrf2 and IL-15 in the human keratinocyte cell line
(HaCaT) is unknown. This study aims to investigate the impact of Nrf2 on the expression of IL-15,
and the effect of IL-15 on PI3K/Akt signaling pathway in HaCaT cells. For determining the
correlation between Nrf2 and IL-15, 10 vitiligo patients treated with epidermal grafting and 6
healthy controls were randomly selected to this study. The epidermal graft of lesions and donor
sites were used to detect Nrf2 and IL-15 gene expression with real-time quantitative PCR. IL-15
mRNA expression was detected with real-time quantitative PCR in HaCaT cells transfected with
Nrf2 siRNA or not. TBHQ, as an antioxidant, it can promote nuclear translocation of Nrf2.
Whether TBHQ could up-regulate IL-15 expression level was determined with western blotting.
Since Akt activation is involved in the cell survival process, western blotting was also carried out to
examine the effect of IL-15 on PI3K/Akt signal pathway. In addition, cell proliferation of HaCaT
treated with IL-15 was analyzed using flow cytometer. Contrast to the healthy controls, decreased
Nrf2 mRNA and IL-15 mRNA expression were found in vitiligo patients. Additionally, Nrf2 mRNA
and IL-15 mRNA expression level were lower in the lesions than that in the donor sites of vitiligo
patients. Decreased IL-15 mRNA expression was found in HaCaT cells transfected with Nrf2
siRNA. However, increased IL-15 expression level was shown in the TBHQ-treated HaCaT cells. It
means Nrf2 can regulate IL-15 expression positively. We observed that IL15 pretreatment enhances
activation of AKT (Ser 473 phosphorylation) as well as that of the downstream signal S6 and IF4E
phosphorylation. The PI3K/Akt inhibitor, LY294002 largely neutralized the promoting effects of
IL-15, suggeating the Akt and downstream signaling S6/IF4E activation are necessary for the
promoting effects of IL-15 on HaCaT cells. Moreover, IL-15 could promote HaCaT cell
proliferation, it means that IL-15 is one of important cytokine for sustain normal micro-environment
of keratinocytes. Our data suggest that Nrf2 impact the expression of IL-15, and IL-15 is an
important cytokine for HaCaT cell survival by PI3K/Akt signaling pathway. To our knowledge, this
study is the first insight look into the relationship between Nrf2 and IL-15, and PI3K/Akt signaling
pathway, at least in part, plays an active role in the pathogenesis of vitiligo.
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CD147 REGULATES IGFBP2 MEDIATING APOPTOSIS OF MALIGNANT MELANOMA IN
VITRO AND IN VIVO
Shuang Zhao, Yehong Kuang, Xiang Chen
Department of Dermatology, Xiang Ya Hospital, Central South University, Changsha, Hunan,
China. E-mail: shuangxy@sina.com
Abstract: Malignant melanoma (MM), one of the most malignant cutaneous tumors, is
characterized by its high potential for invasiveness and metastasis. The apoptosis of MM cells
is the key to inhibit tumor growth and reverse drug resistance. Studies have discovered that the
human cell-surface molecule CD147, an integral plasma membrane glycoprotein belonging to
the Ig superfamily, is highly expressed on the surface of various tumor cells. It stimulates the
production of multiple matrix metalloproteinases (MMPs) by tumor cells and fibroblasts,
serving as a key regulator of tumor cell invasiveness and metastasis. In addition, there is
growing evidence that CD147 may regulate the apoptosis of tumor cells, but the mechanism is
still unknown. In our study, We successfully established a stable CD147 knock-down A375 cell
line to explore the mechanism. 1) Using stable RNA interference, we succeeded in establishing
two CD147 knock-down A375 cell lines (A375-sh-CD147-C1 and A375-sh-CD147-C2).
Compared to A375-sh-ctrl cells, CD147 expression was down-regulated by 0.86±0.08-fold,
0.30±0.06-fold (Po0.01) in A375-sh-CD147-C1 and A375-sh-CD147-C2, respectively. We
chose the one with better inhibitory effect, A375-sh-CD147-C1, for the following experiment,
and renamed it as A375-sh-CD147. 2) The apoptosis: Western Blot detected the expression of
apoptosis related proteins in A375-sh-CD147 cells, the expression of cle-PARP and PTEN were
significantly higher than that in A375-sh-ctrl cells (3.12±0.22-fold, 3.42±0.28-fold, respec-
tively, Po0.01). Flow Cytometer detected that the average rate of apoptosis in A375-sh-CD147
were also higher than that in the control A375-sh-ctrl cells (4.23±0.25-fold). Electron
microscopic observation comfirmed the morphology changes of apoptosis related to CD147
expression (Po0.01). 3) Human Apoptosis Antibody Array tested the total proteins of these two
cell lines, apoptosis related proteins were found related to CD147, such as IGFBP2 (Insulin-like
Growth Factor Binding Protein 2) etc. 4) Western Blot and Real Time-PCR confirmed that
CD147 could increase the expression of IGFBP2 at protein and mRNA level (Po0.01). 5)
Correlation between CD147 and IGFBP2: immunoprecipitation demonstrated that these two
proteins had no directly interaction. Further more, we found that the signal pathway proteins,
p-Akt and p-mTOR, were significantly higher in A375-sh-CD147 cells than the control cells.
Meanwhile, the specific inhibitor of this pathway could reduced the expression of IGFBP2
(3.69 ±0.74-fold, Po0.01). 6) Animal models: we used immuno-deficient nude mice to
determine the effect of CD147 on the apoptosis potential of A375 cells. Immunohistochemistry
detected that the expression of CD147 and IGFBP2 in A375-sh-CD147 mouse models, were
both significantly lower than that in A375-sh-ctrl mouse models (Po0.01). TUNEL analysis
found that the apoptosis rate were in accordance with the expression of CD147 (Po0.01). The
expression of Cle-PARP protein had the similar tendency with the apoptosis rate (Po0.01). 7)
Malignant melanoma tissue microarray also demonstrated that there was a positive correlation
between CD147 and IGFBP2, the expression both two proteins increased from primary MM to
metastatic MM (Po0.05).We propose that CD147 could up-regulated the expression of
IGFBP2 through Akt/mTOR signal pathway, then mediate the apoptosis of MM. Our results also
suggest that CD147 may represent a novel therapeutic target to treat MM clinically.
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THE EFFECT OF MYCOPHENOLIC ACID ON EPIGENETIC MODIFICATIONS IN LUPUS
CD4þ T CELLS
Yang Yang1, Qian Tang1, Ming Zhao1, Gongping Liang1, Duo Li1, Susan Yung2,
Tak-Mao Chan2, Qianjin Lu1,*
1Department of Dermatology, Second Xiangya Hospital, Central South University; Hunan Key
Laboratory of Medical Epigenomics, Changsha, Hunan, China; 2Division of Nephrology,
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*Correspondence: E-mail: qianlu5860@gmail.com
Abstract: Systemic lupus erythematosus (SLE) is a chronic systemic autoimmune disease character-
ized by uncontrolled lymphocyte autoreactivity and overproduction of autoantibodies. Epigenetic
mechanisms including DNA methylation, histone modifications, and miRNAs have a significant
impact on gene expression that occur without a change in DNA sequence and are meiotically or
mitotically heritable. Recent studies have demonstrated that disruption of epigenetic modifications
can alter immune function, and contribute to the development of SLE. CD40Ligand (CD40L) is a
member of the tumor necrosis superfamily of transmembrane proteins. The interaction of CD40L on
activated T cells with its receptor, CD40 on B cells, is necessary for normal immune function.
Dysregulated expression of CD40L in patients with SLE causes autoantibody over-production.
Mycophenolate mofetil (MMF), a pro-drug of mycopenolic acid (MPA), selectively suppresses
lymphocyte proliferation by inhibiting the activity of inosine monophosphate dehydrogenase
(IMPDH) in de novo synthesis of purines, and it is widely used in the treatment of patients with
SLE, particularly those with nephritis. However, it is unknown whether MPA could reverse the
aberrant epigenetic modifications in SLE CD4þT cells and whether this regulation contributes to
therapeutic activity of MPA. To investigate the possible epigenetic mechanisms that can explain the
therapeutic effects of MMF in SLE patients. T cells were isolated by positive selection using CD4
beads. Lupus CD4þ T cells were exposed to MPA at concentration of 1uM or methanol for
48hours. The global DNA methylation and global histone modification status were respectively
assessed in MPA and methanol groups. Then related epigenetic modification enzymes were
measured by real-time PCR. We also examined the expression levels of autoimmune related genes,
such as CD40L, CD11a and CD70, by real-time PCR and flow cytometric analysis. In order to
determine the potential mechanism for MPA in regulating the expression of CD40L, the
pyrosequence was used to test the DNA methylation status and the chromatin immunoprecipitation
(CHIP) assay was used to investigate the histone modification status in CD40L promoter region.
Production of IgG was quantified by ELISA. No significant change in global DNA methylation status
was found between MPA treated CD4þ T cells and methanol treated CD4þ T cells. Compared with
methanol treated CD4þ T cells, the global histone H3/H4 acetylation was up-regulated, while global
histone H3K4/H3K9 methylation had no significant changes in MPA treated CD4þ T cells. The
mRNA expression levels of histone deacetylases (HDAC2, HDAC7 and SIRT1) were decreased,
while the mRNA expression levels of histone acetyltransferases (CREBBP and PCAF) were increased
in the MPA treated CD4þ T cells. Compared with the methanol group, CD40L expression was
inhibited in MPA group. However, the expression of CD11a and CD70 showed no significant
changes after the MPA treatment. Furthermore, the CHIP results displayed that histone H3/H4
acetylation level of CD40L promoter region decreased while there was no significant change in
histone H3K4/H3K9 methylation level of CD40L promoter region. The DNA methylation status at
CD40L promoter region showed no significant changes after the MPA treatment. Compared with
methanol treated CD4þT cells, the production of IgG was decreased in MPA-treated lupus CD4þ T
cells when cocultured with autologus CD19þB cell. We demonstrated that MPA could reverse the
abnormal status of global histone acetylation by regulating histone acetylation related enzymes in SLE
CD4þ T cells. Furthermore, we found that MPA could also reduce CD40L expression and inhibit
CD4þ T cells activation by regulating histone H3 and H4 acetylation of CD40L promoter region. It is
thus possible that MPA can prevent T cell activation and subsequent autoimmune response by
blocking the interaction of T and B cells.
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OVER-EXPRESSION OF JMJD3 CONTRIBUTES TO DEMETHYLATION OF H3K27ME3 IN
CD4þ T CELLS OF SYSTEMIC SCLEROSIS PATIENTS
Qing Wang1, Qinghai Zeng2, Yangfan Xiao1,Yaoyao Wang1, Ming Zhao1, Qianjin Lu1, Rong Xiao1,*
1Department of Dermatology, Second Xiangya Hospital, Central South University, Changsha,
China; 2Department of Dermatology, Third Xiangya Hospital, Central South University,
Changsha, China. E-mail: xiaorong65@aliyun.com
Abstract: Systemic sclerosis (SSc) is an autoimmune disease, characterized by extensive fibrosis,
microvascular dysfunction, and the presence of auto-antibodies. At present, the precise pathogen-
esis of this complicated and severe disease remains unknown. Five major factors are involved in the
progression of SSc: fibroblasts, vascular endothelial cells, T cells, B cells, and cytokines/chemokines.
Recently, it became readily apparent that the immune system, especially over-activation of T cells
caused by abnormal DNA methylation and/or histone modification plays a central role in the
development of SSc. Our previous study found that global DNA methylation in CD4þ T cells from
patients with SSc were significantly decreased relative to healthy controls. Also we found that the
demethylation of CD40L, CD70 and CD11a promoter region contributes to the over-expression of
both mRNA and protein level in CD4þ T cells and may contribute to autoimmune response in SSc.
Although DNA demethylation plays an important role in the pathogenesis of SSc, the mechanisms
of DNA demethylation are not well understood. Methylation of lysine 27 on histone H3
(H3K27me) is associated with gene silencing in many physiological and pathological processes.
Latest studies have shown that demethylation of H3K27me3 can be followed by removal of DNA
methylation and activation of the gene. Therefore, the prime aim of this study was to investigate the
global tri-methylation of histone H3K27 (H3K27me3) in CD4þ T cells from SSc patients, laying the
foundation for researching the connection between H3K27 methylation and DNA methylation in
pathogenesis of SSc later on. Additionally, H3K27me3 is specially mediated by methylases (EZH1
and EZH2) and demethylases (JMJD3 and UTX). So, the other aim of this study was to identify the
key proteins being responsible for aberrant H3K27 tri-methylation. A total of 15 SSc patients (12
women and 3 men, mean±SD age 45.9 ±12.3) were enrolled. Fourteen healthy individuals (12
females and 2 males, mean±SD age 42.9 ±7.1) were recruited as controls. Peripheral blood
mononuclear cells (PBMCs) were isolated by density gradient centrifugation from venous peripheral
blood collected from all subjects. CD4þ T cells then were isolated by positive selection using
magnetic beads and protocols provided by manufacture. Histone extraction and detection of global
H3K27 tri-methylation in CD4þ T cells were performed using fluorometric kit (EpiQuik Global Tri-
Methyl Histone H3K27 Quantification Kit, Epigentek). Total RNA was isolated from CD4þ T cells
using RNeasyMini kits (Qiagen, Venlo, Netherlands). The EZH1, EZH2, JMJD3, and UTX mRNA
levels were quantified by real-time quantitative reverse transcription PCR (qRT-PCR). Total protein
was also collected from CD4þ T cells. The JMJD3 protein levels were analyzed using Western
blotting.The global tri-methylation of histone H3K27 in CD4þ T cells were significantly reduced in
SSc patients compared with healthy controls (P¼ 0.021). Notably, both JMJD3 mRNA levels and
JMJD3 protein expressions were higher in SSc patients than in controls (P¼ 0.013 and P¼0.023,
respectively). However, there were no significant changes of mRNA levels of EZH1, EZH2, and
UTX between patients and controls (P¼ 0.711, P¼ 0.481, and P¼ 0.180, respectively) These
results suggest that JMJD3 over-expression may contribute to the demethylation of H3K27me3 in
CD4þ T cells of SSc patients and may be involved in the pathogenesis of SSc.
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THE INFLUENCE OF 5—AMINOLEVULINIC ACID PHOTODYNAMIC THERAPY ON
AUTOPHAGY OF CULTURED HUMAN SKIN FIBROBLAST
Jing Chen*, Jinghua Huang, Aiyuan Guo
Department of Dermatology, the third Xiangya Hospital, Central South University, Changsha,
Hunan, China. E-mail: chenjing2005_2006@126.com
Abstract: Photodynamic therapy (PDT) is a treatment that biological tissues are irradiated by
appropriate wavelengths of light to stimulate or kill target cells through exogenous or
endogenous light sensitve substances. 5-aminolevulinic acid (5-ALA) is one of the usual used
light sensitive sbustance. Previous studies showed that 5-ALA irritated by red light PDT (ALA-
PDT) can be used to treat many dieases, inculding tumor, seborrheic keratosisance, condyloma
acuminata. In recent years, ALA-PDT was used to improve the symptoms of skin photoaging.
Autophagy is a process of cell homeostasis. It plays an important role in both physiological and
pathological conditions of the human body. Studies have found that autophagy is associated
with hunger, embryonic development, tumor, infectious diseases and anti-aging. LC3 and
beclin1 are the two of the most important proteins in autophagosome, which can be used as
mak of autophagy activity. Based on this, we wonder that autophagy may associate with anti-
photoaging of ALA-PDT. To observe the effects of ALA combined red light photodynamic
therapy on the cell morphology and proliferation of cultured human skin fibroblast and to
observe the effects of photodynamic therapy on cell autophagy, and to discuss the possible
mechanism of autophagy in photodynamic rejuvenation. 1. Fibroblasts were treated with
different dose of irritation with red light after incubation with 5-ALA, and the cell morphologcal
changes were observed by light microscopy. 2. Fibroblasts were treated with different dose of
irritation with red light after incubation with different concentrations of ALA, the cell
proliferation activity was detected by MTT assay. 3. Assessed the mRNA expression of
macrophage-related genes LC3 and Beclin1 after treated fibroblasts with ALA combined red
light photodynamic therapy (PDT) through PCR. 4. Assessed the autophagy vesicles in
fibroblasts after treated the cells with PDT through MDC staining. The morphology of the
ALA combined with red light 10 min group’s cells did not change much. The cells of the ALA
combined with red light 20 min or 30 min groups became deformation and death after
irritation. When the irritation time was 20 min, the cell proliferation of ALA 0.25 mmol/l group
didn’t change much (P40.05), and the cell proliferation of ALA 0.5 mol/l, 1.0 mmol/l and
2.0 mol/l groups was significantly decreased (Po0.05). When the ALA incubation concentra-
tion was 1.0 mmol/l, the cell proliferation of 5 min and 10 min groups had no significant
change (P40.05), and the cell proliferation of 15 min, 20 min and 30 min groups was
significantly decreased (Po0.05). The mRNA expression of LC3 and Beclin1 increased after
PDT. It reached a peak at 24 h after PDT, and then fall down at 48 h (Po0.05). Compared with
control group, the autophagic vacuoles increased significantly after PDT (Po0.05). When
fibroblasts treated with low doses of PDT, the cell morphology and proliferation showed no
significant change. When fibroblasts were treated with higher doses of PDT, the cell
morphology and proliferation showed significant change. Autophagy was induced by PDT,
which maybe one of the possible mechanisms of photodynamic rejuvenation.
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WNT5A REGULATES PROLIFERATION AND APOPTOSIS OF KERATINOCYTES IN
PSORIASIS LESIONS
Yanfei Zhang, Chen Tu, Dingwei Zhang, Yan Zheng, Zhenhui Peng, Yiguo Feng, Shengxiang
Xiao and Zhengxiao Li
Department of Dermatology, the Second Affiliated Hospital, College of Medicine, Xi’an
Jiaotong University, Xi’an City, Shaanxi Province, China. E-mail: lizhengxiao1979@163.com
Abstract: Psoriasis vulgaris is a common, chronic, disfiguring, inflammatory and proliferative
condition of the skin. Wnt5a is one of the most extensively studies Wnt proteins and is expressed in
various tissues in adults. It has been shown that Wnt5a is overexpressed in psoriasis vulgaris and
induced by IL-1 and TNFa, but the mechanism of Wnt5a in the pathogenesis of psoriasis vulgaris is
not clear. To determine the possible molecular mechanism of Wnt5a pathway in the pathogenesis
of psoriasis vulgaris, WNT5A, FZD2 (Frizzled2) and FZD5 (Frizzled5) genes and proteins were
detected in samples obtained from psoriatic skin (n¼ 35, all lesions were untreated, biopsies were
taken from the center of the plaques, all samples excised from the trunk) and normal skin (n¼20,
samples excised from the trunk). Cultured HaCaT keratinocytes treated with specific short
interfering RNAs (siRNA), the gene and protein expression levels of Wnt5a, PKC (protein kinase
C), b-catenin were detected. Cell cycle activity and apoptosis were detected by flow cytometery.
The ability of the cells proliferation was detected by MTT. The expression levels of genes involved
in cell proliferation (PCNA, KI-67, CYCLIND1) and apoptosis (BCL-2, CASPASE-3, SURVIVIN)
were also detected. DKK1 (Dickkopf1) and SFRP1 (Secreted Frizzled-Related Protein 1) genes were
detected by real-time PCR.The results showed the WNT5A gene was up-regulated by 5.8-fold in
psoriasis lesions compared to control samples (Po0.01). In the psoriatic lesions, FZD2 and FZD5
were up-regulated by 1.5-fold (Po0.05) and 1.4-fold (Po0.05), respectively. Immunohistochem-
ical analysis showed that Wnt5a was overexpressed in all the epidermal layers in psoriasis lesions,
whereas its expression was confined to the stratum basale in the control samples. Fzd5 was also
overexpressed in all the epidermal layers in the psoriasis lesions, but it was expressed only in the
stratum granulosum in healthy skin. The primary site of Fzd2 expression in controls was the stratum
basale however, it was overexpressed in all the epidermal layers in psoriasis lesions. These results
were confirmed by western blotting. In HaCaT keratinocytes, Wnt5a knockdown suppressed cell
proliferation and induced apoptosis, The G0/G1 phase in HaCaT keratinocytes transfected with
Wnt5a siRNA was shorter than the control (Po0.05), whereas the S phase was longer than the
control cells (Po0.05). CYCLIND1 gene was down-regulated by 7.9 fold compared to the control
(Po0.01). PCNA and KI-67 genes were down-regulated by 2.3 fold (Po0.05) and 3.9 fold
(Po0.01), respectively. MTT assay demonstrated that Wnt5a siRNA significantly inhibited the
proliferation of HaCaT keratinocytes. The rate of apoptosis for HaCaT keratinocytes treated with
Wnt5a siRNA was increased by 1.58 fold (Po0.05) compared to the control and 1.56 fold
(Po0.05) compared to the vehicle. CASPASE-3 gene was up-regulated by 2.6 fold (Po0.01),
whereas BCL-2 and SURVIVIN genes were down-regulated by 2.04 fold (Po0.05) and 2.0 fold
(Po0.05), respectively. Meantime, we found the b-CATENIN and PKC gene were down-regulated
by 3.4 fold (Po0.05) and 7.7 fold (Po0.01), respectively. This result was confirmed by western
blotting. Contrarily, DKK-1 and SFRP-1 genes were up–regulated 2.2 fold (Po0.05) and 6.5 fold
(Po0.01), respectively. Our data indicate that Wnt5a and its receptors, Fzd2 and Fzd5 play an
important role in the pathogenesis of psoriasis. Wnt5a regulates the proliferation and apoptosis of
human keratinocytes through the Wnt/b-catenin and Wnt5a/Ca2þ pathways. It is likely that some
cytokines, such as IL-1 and TNFa induce cell-autonomous or non-autonomous expression of
Wnt5a. Wnt5a then binds to its receptor to regulate the proliferation and apoptosis of psoriatic
keratinocytes by regulating the canonical or the non-canonical pathways. However, further studies
are needed to elucidate the precise function of Wnt5a in psoriasis pathogenesis.
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ADVERSE DERMATOLOGICAL EVENTS AS A RESULT OF INTERFERON ALPHA AND
RIBAVIRIN TREATMENT FOR HEPATITIS C: A SINGLE CENTER RETROSPECTIVE STUDY
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Abstract: Hepatitis C virus (HCV) is a significant public health problem. Approximately 170
million people are currently infected with HCV worldwide. Pegylated interferon-alpha (Peg
IFN-a) plus ribavirin is still the standard of care for most patients with chronic hepatitis C (CHC)
in resource-limited regions. Treatment of CHC with pegylated interferon-alpha and ribavirin is
associated with well characterized dermatological adverse events (AEs), which can lead to
premature discontinuation of treatment. In this study, we investigated the incidence and
spectrum of dermatological AEs during CHC treatment with interferon-alpha and ribavirin and
analyzed factors predisposing patients to such reactions. Moreover, we also share our clinical
experience in diagnosing and managing dermatological AEs in CHC patients. Between January
2008 and December 2012, 152 consecutive HCV infected patients who were treated with IFN-
a (i.e. IFN-a-2b, Peg IFN-a-2b, Peg IFN-a-2a) plus ribavirin and had detailed medical records
from the Second Affiliated Hospital, College of Medicine, Xi’an Jiaotong University were
enrolled in this study. The following information was obtained for each patient in our study:
demographic and laboratory data, information on any dermatological conditions prior to
receiving therapy, HCV genotype, baseline viral load, antiviral therapy programs, dermatolo-
gical AEs during treatment, and management and outcome of these AEs. To determine which
factors were associated with dermatological AE development, a Cox proportional-hazards
regression analysis was performed. The baseline characteristics of patients including gender,
age, HCV genotype, viral load, with/without cirrhosis, previous skin conditions, antiviral
therapy programs and administration method. Application of the Cox proportional-hazards
model revealed that patient age older than 60 years (hazard ratio[HR]¼ 1.070, 95% CI:1.043–
1.096; Po0.001), pre-existing anaphylaxis/skin disease (HR¼ 2.612, 95% CI:1.593–3.324;
P¼ 0.001), pre-existing cirrhosis (HR¼ 1.863, 95% CI:1.047–3.013; P¼ 0.035), and treatment
with Peg IFN formulations (HR¼ 1.930, 95% CI:1.052–3.687; P¼ 0.023) were all factors
associated with dermatological Aes. We did not observe a statistically significant correlation
between cutaneous reactions and gender, HCV genotype, baseline viral load or the route of
IFN-a administration. Twenty-two skin conditions occurred within 6 months after treatment.
Twenty-seven (90%) skin conditions were classified as mild to moderate while one case (3.8%)
warranted premature discontinuation of treatment. Dermatological AEs resulting from inter-
feron-alpha and ribavirin treatment of CHC contribute to a wide spectrum of side effects that
involve the skin, mucous membrane, nails, and hair. Eczematous skin reactions were the most
commonly observed dermatological AE. Clinicians should be aware of these relatively
common AEs, as their recognition as a clinical entity is important. Patients older than 60
years, receiving Peg IFN treatments, with previous skin condition or cirrhosis are at higher risk
for adverse dermatological reactions. A close interdisciplinary follow-up is required to ensure
that these dermatological reactions are managed appropriately without need to prematurely
discontinue or reduce the dosage of the IFN-a and ribavirin combination therapy in a majority
of cases.
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RAPAMYCIN DID NOT RELIEVE MULTIPLE HEMANGIOMAS ASSOCIATED WITH
MAFFUCCI’S SYNDROME: A CASE REPORT
Zhengxiao Li,1,* Bo Zhao,2 Yanfei Zhang,1 Chen Tu,1 Yan Zheng,1 Xijing He,2 and Shengxiang Xiao1*
1Department of Dermatology,the second affiliated hospital, college of medicine, Xi’an Jiaotong
University, Shaanxi Province; 2Department of Orthopedics, the second affiliated hospital,
college of medicine, Xi’an Jiaotong University, Shaanxi Province.
Background: Maffucci’s syndrome is a nonhereditary, rare congenital mesodermal dysplasia
characterized by multiple enchondromas and hemangiomas. Both enchondromas and vascular
lesions are exclusively or predominantly unilateral involvement, and may progress to malignancy.
Vascular lesion types in Maffucci’s syndrome include spindle-cell hemangioma, an admixture of
cavernous and spindle-cell hemangioma, and lymphangioma. However, vascular lesion present as
exclusive cavernous hemangioma has not been previously reported. There is currently no effective
medical treatment for the vascular lesions, although rapamycin had been used successfully for
treating refractory hemangioendotheliomas in Maffucci’s Syndrome. Aims: We report a case of
Maffucci’s syndrome, whose vascular lesions present as exclusive cavernous hemangioma and
were not response to rapamycin treatment, and share our clinical experience in diagnosing and
managing this rare disease. Methods: A 43-year-old male was referred to our hospital for the
progression of the fingers tumor again and aggravating dysfunction in left hand 2 months ago. He
has a history of multiple nodules and hemangiomas in left body at the age of 12. Both of them stop
progression after the completion of puberty. Results: Physical examination showed bony painless
swellings on the phalanges and metacarpals of left hand (Fig.1A, B) and left foot (Fig.1D).
Subcutaneous vessels are dilated and tortuous, and multiple bluish nodules are visible in the left
hand, forearm, pectoral skin (Fig.1A, B) and foot (Fig.1D). Radiographs showed multiple well
defined, irregularly expanded accompany with notable calcification (enchondromas), without
involving long bones, scapula and pelvis, along with multiple various size round calcifications in
the surrounding soft tissues, suggestive of phleboliths (hemangiomas) in left hand (Fig.1C).
Arteriography showed anomalous hand vasculature, terminal vessels originate a fine mesh of small
vessels that supply round or ovoid areas of hypervascularity (Fig.2). A diagnosis of Maffucci’s
syndrome was made. Amputation of the forefinger and middle finger was performed, along with
removal of visible hemangiomas at left hand and pectoral skin. Biopsies of the bluish nodules
showed cavernous spaces were composed of tortuous and dilated spaces with a flattened
endothelial lining, and in the cavernous component, red blood cells and organized thrombosis
was observed (Fig.3A). Biopsies of the cartilaginous nodules display somewhat variable cellularity
with spindling of some of the chondrocytes, and not mitotic activity and tumor necrosis are seen,
consistent with enchondroma (Fig.3B). Isocitrate dehydrogenase 1 (IDH1) or IDH2 mutations were
absent in DNA isolated from the blood. And we did not find the presence of these mutations in the
tissue of cartilaginous tumors and vascular lesions. For further treatment of hemangiomas,
rapamycin 2.5 mg/m2 daily was prescribed to our patient two-weeks postoperative (Fig.1D, E).
Because the hemangiomas were not response to rapamycin, the treatment was interrupted after
3 months (Fig.1G, F). The patient was followed with regular surveillance imaging and physical
examination for potential malignant degeneration of the enchondromas and hemangiomas.
Conclusions: Treatment for Maffucci’s syndrome should be aimed at early detection of malignant
transformation as well as symptom relief. Once a rapidly enlarging or re-progress mass with
aggravating dysfunction occurs in patient with Maffucci’s syndrome, surgical excision of the tumor
mass is need to alleviate the disability and make histological diagnosis for excluding
chondrosarcoma. Venous malformation in our patient was not proliferative hemangiomas, which
maybe result in non-responsiveness to rapamycin treatment.
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EFFECT AND MECHANISM OF ACETYLCHOLINE RECEPTORS ON THE ADHESION
FUNCTION OF HACAT CELLS
Zhiliang Li, Suying Feng, Baoxi Wang
Jiangsu Key Laboratory of Molecular Biology for Skin Diseases and STIs, Institute of
Dermatology, Chinese Academy of Medical Sciences and Peking Union Medical College,
Department of dermatology, Nanjing, China. E-mail: sdwhlzl@163.com
Abstract: Acetylcholine receptors are widely expressed in non-neuronal system except in
nervous system. The non-neuronal acetylcholine system includes acetylcholine, enzyme that
generates and degenerate acetylcholine and acetylcholine receptors expressed by non-
neuronal system. Non-neuronal acetylcholine system of the skin plays an important role on
the proliferation, differentiation, migration and apoptosis of the keratinocyte and can also
participate in the pathogenesis of pemphigus. In previous research, cholinergic drugs could
affect the expression and phosphorylation of the adhesion molecules such as b-catenin and
E-cadherin. In our research, we focus on the effects of cholinergic drugs on the expression of
desmosome molecules; we also investigate the effects of cholinergic drugs on the integration of
desmosome molecules and the membrane. To investigate the effect and mechanism of
cholinergic drug on the adhesion function of HaCat cells, HaCat cells were cultured to fusion,
and then cholinergic drugs such as mAChR antagonist atropine, nAChR antagonist tubocur-
arine or AChR agonist carbachol was added to the culture. Adhesion assay was conducted to
detect the adhesion function of HaCat cells, and the result was represented as the number of
cellular debris. Triton X-100 and RIPA were used to lyse the HaCat cells to obtain the
cytoplasm and total protein. Western blot was conducted to detect the variation of protein level
of adhesion molecules such as desmoglein 1, desmoglein 3, plakoglobin and E-cadherin.
QPCR was conducted to detect the mRNA level of these molecules. The cellular debris
number of control, atropine, tubocurarine and carbachol group was respectively 6.3±
1.2, 35.0±2.6, 6.3±1.5, 6.0±1.0. Atopine reduced the expression of desmoglein 3 at protein
and mRNA level, and made the desmolgein 3 detach from the membrane; carbachol increased
the expression of desmoglein1, and desmoglein3, plakoglobin and promote the adhesion of
desmoglein1 and plakoglobin to the membrane. Acetylcholine receptor on the membrane of
HaCat cell can mediate adhesion between HaCat cells through regulating the expression of the
adhesion molecules and affecting the stability of these molecules on the membrane, and these
effects are mainly mediated by the muscarinic receptor.
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A CASE OF REFRACTORY ANTI-LAMININ c1 PEMPHIGOID SUCCESSFULLY TREATED
WITH DEXAMETHASONE AND MYCOPHEOLATE MOFEIL
Li Zhi liang, Feng Suying, Wang Baoxi
Jiangsu Key Laboratory of Molecular Biology for Skin Diseases and STIs, Institute of
Dermatology, Chinese Academy of Medical Sciences and Peking Union Medical College,
Department of dermatology, Nanjing, China.
The pictures for lesions were shown.
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KNOCKDOWN OF OVOSTAIN 2 EXPRESSION INHIBITS IN VITRO PROLIFERATION
AND MIGRATION CAPACITY AND IN VIVO TUMORIGENESIS POTENTIAL IN
MELANOMA A375 CELLS
Ying-Xue Huang, Xiu-Lian Xu*, Jian-Fang Sun*
Pathology department, Institute of Dermatology, Chinese Academy of Medical Sciences, No.12
Jiangwangmiao Street, Nanjing 210042, China. E-mail: huangyingxue1987@163.com
Abstract: The molecular mechanisms underlying melanoma tumor development and progression
are still not completely understood. In our previously study, by comparing the expression profile
of Chinese acral melanomas with adjacent normal tissues using GeneChip and by confirming the
actual expression by IHC, One of the new candidates ovostatin2 (OVOS2), a serine protease
inhibitor, which had never been reported before, was identified to be frequently expressed in
melanomas and correlated to the malignant grade (Huang et al., 2013). Dysregulation of OVOS2
may play a critical role in melanoma initiation and progression. The purpose of this study was to
investigate the effects of knockdown of OVOS2 expression on biological behaviours of A375 cell
including proliferation, cell cycle, apoptosis, adhesion, motility and invasion capability in vitro
and tumorigenesis potential in vivo, and investigate the possible involved mechanisms.We first
analysed the expression pattern of OVOS2 in four kinds of human melanoma cell lines by RT-
PCR and Western blot, then down-regulated the OVOS2 expression in melanoma cells with
lentiviral vectors with shRNA for OVOS2. A mock lentiviral vector was used as a negative control
(NC-shRNA). The interference effect was determined by Real-time PCR and Western blot.
Biological behaviours of OVOS2-knockdown cells and control cells were evaluated and
compared with each other. Cell proliferation ability was observed by cell number counting,
MTT assay and Colony formation assay; Cell cycle and apoptosis were detected by Flow
cytometer; The Caspase-3 activity was investigated by Spectrophotometric method; Adhesion
assay was conducted to evaluate cell-matrix adhesion; Cell migration and invasive ability was
tested by wound-healing and Transwell study in vitro. We also observe the subcutaneous
transplanted tumor growth in nude mice to study the proliferation capability in vivo, and
expression of OVOS2, Ki-67, VEGF, MMP-2, E-cadherin, b-catenin, Vimentin, Bax and Bcl-2 in
the transplanted tumor were evaluated by immunohistochemistry. Expression of p-FAK, p-AKT, p-
ERK, MMP-2, E-cadherin, N-cadherin, b-catenin and cell cycle regulatory proteins were
compared by Western blot. Real-time PCR and Western blot analysis showed that OVOS2
was overexpressed in mRNA and protein level in melanoma cells, compared with primary
melanocytes. Of four kinds of melanoma cells, A375 presented the highest expression level and
was chosen as target cells. Four lentiviral vectors with shRNA for OVOS2 were constructed and
transfected into melanoma A375 cells successfully. The transfected A375 cells with the most
efficient interference of OVOS2 (A375/OVOS2-shRNA) were selected by Real-time PCR and
Western blot for further study. After interfered OVOS2 expression effectively, the in vitro
proliferative capacity was prove to be consistently inhibited by cell number counting, MTT assay
and Colony formation assay analysis. The proliferative rate was declined significantly at 72h
(Po0.05). Flow cytometer showed the fraction of G2/M phase significantly accumulated at 72h
in A375/OVOS2-shRNA compared with A375 cell and A375/NC-shRNA (Po0.05), indicating
process of mitosis was blocked. Staining with AnnexinV and 7-AAD showed an unaffected
apoptosis rate at 48h and a non-significant increased apoptosis rate at 72h in A375/OVOS2-
shRNA, consistent with results of Caspase-3 activity analysis, which showed a non-significant
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increased OD value after OVOS2 expression interfered. Adhesion assay revealed cell-matrix
adhesion was significantly stronger in A375/OVOS2-shRNA than in A375 cell and A375/NC-
shRNA (Po0.05). Wound-healing and Transwell migration study showed significant surpression
of cell motility and transmigration ability by OVOS2 knocked-down. The number of invasive
cells of A375/OVOS2-shRNA decreased compared with A375 cell and A375/NC-shRNA in
Transwell invasion study, but the differences were non-significant. In vivo, the growth speed and
the weight of subcutaneous tumors in group of A375/OVOS2-shRNA were lower significantly
than those in group of A375 cell and A375/NC-shRNA (Po0.05). Immunohistochemistry showed
expression of OVOS2 and Ki-67 in transplanted tumors was down-regulated, and E-cadherin, b-
catenin, and Vimentin was up-regulated in group of A375/OVOS2-shRNA (all Po0.05).
Expression of VEGF, MMP-2, Bax and Bcl-2 in three groups showed no significant differences.
Western blot showed down-regulated expression of p-FAK, p-AKT, p-ERK, cyclinA, cyclinB,
cyclinD1, CDK2 and N-cadherin, and up-regulated MMP-2, E-cadherin and b-catenin in A375/
OVOS2-shRNA compared with A375 cell and A375/NC-shRNA. Down-regulation of OVOS2
significantly suppressed in vitro proliferation and in vivo tumorigenesis capacity of A375, with a
G2 phase arrest in cell cycle process, but affected cell apoptosis rate weakly, indicating the
overexpression of OVOS2 can promote cell cycle process and enhance proliferation of
melanoma cells. Knock-down of OVOS2 can also reduce cell motility and migration capability
significantly, accompanied with up-regulated E-cadherin and b-catenin and down-regulated N-
cadherin expression, suggesting an important role of OVOS2 in process of cell motility and
migration. The involved mechanisms in the carcinogenic effect of OVOS2 may be associated
with the over-activation of FAK/MAPK/ERK and FAK/PI3K/AKT signals and the enhancement of
epithelial-mesenchymal transition. With its tumor-promoting effects, OVOS2 has the potential of
being a novel molecular target for the therapy of human cutaneous melanoma.
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ABERRANT HISTONE H3 ACETYLATION MODIFICATIONS AT TNFSF7 PROMOTER IN
SYSTEMIC SCLEROSIS CD4þT CELLS
YaoYao Wang1, Takuro Kanekura2, Qing Wang3, YaPing Li3, JiuCun Wang4, Ming Zhao3,
QianJin Lu3, Rong Xiao3,*
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3Department of Dermatology, Second Xiangya Hospital, Central South University, 139 Ren-Min
Road, Changsha 410011, China; 4Ministry of Education (MOE) Key Laboratory of Contemporary
Anthropology and State Key Laboratory of Genetic Engineering, School of Life Sciences, Fudan
University, Shanghai, China. *Correspondence: YaoYao Wang and Rong Xiao, Department of
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Abstract: Histone acetylation often work together with DNA methylation playing key roles in
epigenetic gene regulation, resulting in inappropriate expression or silencing of genes without
corresponding changes in their DNA sequence in mammalian cells. CD70 is encoded by
TNFSF7 gene, and TNFSF7 promoter regulatory sequence is hypomethylated in SSc CD4þT
cells. The purpose of this study is to explore the status of histone histone H3 acetylation
modifications occupancy of TNFSF7 gene promoter in SSc CD4þ T cells. PBMCs from 10 SSc
patients and 10 healthy controls were isolated by Ficoll-Hypaque density gradient centrifugation.
CD4þ subsets were isolated by positive selection using Miltenyi beads and protocols provided
by the manufacturer. Real-time PCR were used to detect the mRNA level of CD70. Chromatin
immunoprecipitation (ChIP) analysis and Real-time PCR were used to detect the status of histone
H3 acetylation at the TNFSF7 promoter region. Histone H3 acetylation level is significantly
elevated in SSc patients CD4þ subsets compared with normal controls (P¼ 0.008). And Histone
H3 acetylation level positively correlated with both CD70 mRNA expression and increased
disease activity measured by SDAI (R¼ 0.691, P¼ 0.027; R¼0.719, P¼ 0.019, respectively).
Aberrant histone modifications such as H3 hyperacetylation targeted to TNFSF7 promoter region
may contribute to the development of SSc by increasing CD70 expression in CD4þ T cells.
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ABNORMAL MICRORNAS EXPRESSION IN CD4þT CELLS FROM PATIENTS WITH
SYSTEMIC SCLEROSIS
YaoYao Wang1, Ye Shu2, Takuro Kanekura3, Qing Wang4, YaPing Li4, JiuCun Wang5,
Ming Zhao4, QianJin Lu4, Rong Xiao4,*
1Department of Dermatology, Sir Run Run Shaw Hospital,School of Medcine, Zhejiang University,
East Qingchun Road, Hangzhou 310016, China; 2 Hunan Children’s Hospital, 86 Zi-Yuan Road,
Changsha 410007, China; 3Department of Dermatology, Kagoshima University Graduate School of
Medical and Dental Sciences, 8-35-1 Sakuragaoka, Kagoshima 890-8520, Japan; 4Department of
Dermatology, Second Xiangya Hospital, Central South University, 139 Ren-Min Road, Changsha
410011, China; 5 Ministry of Education (MOE) Key Laboratory of Contemporary Anthropology and
State Key Laboratory of Genetic Engineering, School of Life Sciences, Fudan University, Shanghai,
China. *Correspondence: YaoYao Wang and Rong Xiao, Department of Dermatology, Sir Run Run
Shaw Hospital, School of Medcine, Zhejiang University, East Qingchun Road, Hangzhou 310016,
China. E-mail: wangyaoyao198698@aliyun.com
Abstract: To investigate the profiling of microRNAs expression CD4þ T cells from patients with
systemic sclerosis (SSc). PBMCs from 5 patients with SSc and 5 normal controls were extracted by
Ficoll–Hypaque density gradient centrifugation. CD4þ subsets were isolated by positive selection
using Miltenyi beads and protocols provided by the manufacturer. Total RNA including microRNAs
was extracted using TRIzol reagent. MicroRNAs with differential expression were detected by
mParaflo microRNAs microarray by a service provider (LC Sciences) and the altered microRNAs
were confirmed in 18 patients with SSc and 20 healthy controls by real-time PCR, and then to
predict target genes of altered microRNAs.According to mParaflo microRNAs microarray, 16
microRNAs including miR-451a, miR-126, miR-21and miR-223 were significantly up-regulated in
CD4þT cells from SSc patients; 8 microRNAs including miR-5100, miR-146a, miR-150 and miR-
142–5p were significantly down-regulated in CD4þT cells from SSc patients compared to normal
controls (Po0.01), all of which were confirmed in 18 patients and 20 healthy controls by real-time
PCR. In addition, these differentially expressed microRNAs are related to DNA methylation, histone
modifications and related immune and inflammatory signaling pathways. Aberrant microRNAs
expression in CD4þT cells may play a role in the pathogenesis of SSc.
035
CASE REPORT: CORTICOSTEROID INDUCED, HHV-8 POSITIVE KAPOSI’S SARCOMA
IN A NON-HIV PATIENT
XU Shun-ming
Department of Dermatology, Shanghai Pudong New Area People’s Hospital, Shanghai 201200,
China. E-mail: xsmpfk@sohu.com
Objective: We herein report the case of Kaposi’sarcoma caused by Corticosteroid Induced in
an HHV-8 positive, HIV-negative patient from shanghai. Methods: A 69-year-old male
presented with a 6-month history of multiple violaceous skin lesions of his hands and foots.
The patient’s history included Nephrotic syndrome for which he had been receining oral
corticosteroid (in a dose varying from 30-60mg/day) for the previous 1 year. Phsical
examination revealed multiple small violaceous papular, plaques and nodulas distributed on
his hands, foots and heel. The lesion of right Medial malleolus was bleed and ulceration,
Mucousmembrane showed no any lesions,There was no lymphadenopathy or organomegaly.
Results: Laboratory studies,including a complete blood cell count, liver function tests and
blood glucose were within normal ranges. urinalysis: urinary microalbumin 1578 mg/l normal
dose is 0-20mg/l), kidney function tests urea nitrogen 14.4 mg/L (1.7-8.3mg/L), creatinine 110.8
umol/L (45-104umol/L), uric acid 0.59 mmol/L (0.202-0.417mmol/L). The serological tests for
ANA/Antids DNA, syphilis and human immunodeficiency virus were negative. Chest radio-
graphy,computed tomography of chest and abdomen and ultrasonography of abdomen were
normal. Histopathological examination of skin biopsy from the dorsal aspect lesion on his right
foot showed neovascularization of the entire dermis with small irregular vasculal channels
.these neovascularised channels were of capillary nature and showed extravasation of red
blood cells. No mitotic figures were identified.On immunohistochemistory, the tumor cells
were positive for CD31 and CD34. HHV-8 stain showed strong granular positivity. We
confirmed the diagnosis of Kaposi’s sarcoma by biopsy and immunohistochemmistry. The
patient was treated with 4 courses of systemic chemotherapy of Pirarubicin Hydrochloride
40mg per day for 2 day, administered every 3 weeks over a 4-month period. There was
flattening of the KS lesions after the chemotherapy.oral corticosteroids were used a dose
30mg/day to treat Nephrotic syndrome. Conclusion: Kaposi’s sarcoma (KS) was first described
in 1872 by Moritz Kaposi. Four type of Kaposi sarcoma are recognized: classic KS, HIV-related
KS, African endemic KS and iatrogenic KS. Iatrogenic KS occurs in individuals who are
immunosuppressed because of organ transplantation. Use of corticosteroids has alse been
associated with iatrogenic KS. But the development of KS never correlate with dose or duration
of steroid therapy. Corticosteroids have a direct role in stimulating tumor developmeng and
growth and cause upregulation of Kaposi cell proliferation and the activation of HHV-8. HHV-
8 was founded in more than 90% of KS samples from HIV sero-positive patients and has been
isolated from all types of KS lesions, including corticosteroid induced KS. A few Study had
confirmed that the detection of HHV-8 is a valuable tool for diagnosing cutaneous lesions of
KS. The presence of HHV-8 is a necessary condition but not sufficient on its own to cause KS.
Immunosuppressive therapy increase the risk of KS.Many treatments have been used to
treatment KS, include surgery. The tendency toward multifocality makes radiation therapy or
chemotherapy as in the present case, systemic chemotherapy seems more desirable the patient.
Our patient presented with Nephrotic syndrome male who had received steroids for the past 1
year in a dose varying from 30-60mg per day. The cutaneous nodular lesionson biopsy showed
characteristic features of KS. He showed good response to Pirarubicin Hydrochloride
chenmotherapy. His general status and renal function were stabilized. This is a case of steroid
induced Kaposi’s sarcoma in non-HIV, HHV-8 positive patient who presented with Nephrotic
syndrome syndrome in non-organ transplantation.
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THE ROLE OF CD19HIICAM-1HI B CELLS ON AUTOANTIBODY PRODUCTION IN
PEMPHIGUS
Zhicui Liu1, Weihong Zeng2, Jie Zheng1, Ying Wang2*, Meng Pan1,*
1Department of Dermatology, Rui Jin Hospital, Shanghai Jiao Tong University School of
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Abstract: Pemphigus is an organ-specific autoimmune blistering disease that is characterized
by suprabasal blisters in skin and mucous membranes. Pemphigus has two major subtypes,
pemphigus vulgaris (PV) and pemphigus foliaceus (PF), which are caused mainly by pathogenic
immunoglobulin G (IgG) autoantibodies against desmoglein 3 (Dsg3) and/or desmoglein 1
(Dsg1). Anti-Dsg3 and Dsg1 IgG autoantibodies play a pathogenic role in blister formation, and
the antibody titers of patients correlate with the disease activity. Given the importance of the
helper function of CD4þ T cells in antibody production, crosstalk between T cells and B cells
via their co-stimulatory molecules facilitates the efficient antibody production. However, the
molecular mechanisms of how T cell activation promoting B cell differentiation and
functionality in the pathogenesis of pemphigus is not well understood. To investigate the
molecular mechanisms of T-B cell interaction, further to identify a unique B cell population
linked to specific antibody production. The expression of CD69, co-stimulatory molecules and
their ligands were detected by flow cytometrey assay in pemphigus patients, compared to
healthy controls. Meanwhile, T-B cell adhesion was determined using in vitro cell conjugation
assay in vitro. In further T-B cell co-culture experiment, the levels of total IgG/IgM and specific
anti-Dsg1/Dsg3 antibodies were detected. Furthermore, the capacity of different B cell
populations on antibody production was determined by B cell IgG ELSPOT. In present study,
we showed that the CD4þ T cells from pemphigus patients were activated and had relatively
more expression of ICAM-1, ICOS, CD40L and OX40 molecules than those in healthy controls.
By using in vitro cell conjugation assay, we observed that CD4þ T cells from pemphigus
patients exhibited a significantly higher adhesion capacity to autologous B cells. Moreover, the
enhanced adhesion between CD4þ T-B cells coordinated with the augmented IgG and IgM
production upon CD4þ T and B cell co-culture in vitro. More interestingly, we found that a
unique B cell population (CD19hiICAM-1hi B cells) differentiated from naı¨ve B cells by T-B cell
interaction had the superior help by CD4þ T cells and mainly produced antibody. In addition,
interruption of the interaction between co-stimulatory molecules and their corresponding
ligands by different blocking antibodies disrupted the generation of CD19hiICAM-1hi B cells, as
well as antibody production in various degrees. It was found that the blockade of ICOS-ICOSL
resulted in slightly decrease of CD19hiICAM-1hi B cells, IgG and IgM production. However,
blockade of ICAM-1-LFA-1 displayed much stronger inhibitory effect, while interruption of
CD40-CD40L and OX40-OX40L interaction nearly abrogated CD19hiICAM-1hi B cells and
antibody production. We concluded that T cells are activated in pemphigus patients, which
could facilitate B cell function, not only at early T-B adhesion stage, but also on B cell
differentiation and antibody production. Furthermore, a unique B cell population, CD19hiI-
CAM-1hi B cells, which induced by multiple co-stimulatory molecules, could promote
autoantibody production in disease development. Our findings might shed light on screening
optimized therapeutic targets in pemphigus, further in other autoimmune disease.
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INTERACTION OF CD100 AND ITS RECEPTOR PLEXIN-B1/2 IN THE PATHOGENESIS OF
CUTANEOUS SQUAMOUS CELL CARCINOMA
Chen Zhang, Jiao Cao, Wei Li*
Department of Dermatology, Xijing Hospital, Fourth Military Medical University, Shaanxi,
Xi’an, China. E-mail: liweiderma@163.com
Abstract: Cutaneous squamous cell carcinoma (CSCC) accounts for 60% of total skin malignant
tumors, and the prevalence have been increasing during the past decades. CSCC has a
tendency for malignancy and metastasis, threatening the life of a substantial proportion of the
population, and the prevention and treatment of CSCC is still very difficult. Thus the
pathogenesis of CSCC has long been the focus of extensive research. CD100 (Semaphorin
4D), one member of the Semaphorin family, is expressed on the surface of many cell types
such as endothelial cells, epithelial cells and T cells, mediating the interaction among immune
cells, epithelial cells and tumor cells, and plays important roles in vascular formation, cell
migration and tumor metastasis. In the microenvironment that is deficient in CD100, the
growth and migration capability of tumor cells were severely disturbed. However, the role of
CD100 in the pathogenesis of CSCC is not clear yet. Plexin-B1 and Plexin-B2, the receptors of
CD100, have been found to be expressed on many cell types including many tumors. Previous
studies suggested that the interaction between CD100 and Plexin-B2 promoted the proliferation
and differentiation of keratinocytes (KCs). And the interaction of CD100 and its receptors
Plexin-B1/B2 had been shown to participate in the pathogenesis of various tumors. In the
present study, we analyzed the expression of Plexin-B1/B2 on CSCC cell lines and CSCC tissue
firstly, and explored the role of interaction of CD100-Plexin-B1/B2 in the pathogenesis of
CSCC. Expressions of Plexin-B1, Plexin-B2 and CD100 in CSCC tissue were analyzed by
immunohistochemistry using paraffin section from CSCC patients that had been diagnosed
clinically and pathologically. Expression of CD100 on T cells and regulatory T cells (Treg) in
PBMC and tumor tissue of CSCC patients were analyzed by FACS. For in vitro function studies,
Plexin-B1 and Plexin-B2 siRNA interference fragment were constructed and CSCC cell lines
were transfected subsequently. The proliferation of treated cells was detected by CCK-8
analysis, and migration and invasion were analyzed by transwell experiment. The expression of
signaling molecules downstream CD100 or Plexin-B1/B2 were analyzed by western blot. The
effects of soluble CD100 on cultured cells were analyzed by adding soluble CD100 into the
culture of CSCC cell lines. We found that Plexin-B1 and Plexin-B2 were highly expressed on
epidermal KCs of CSCC sample, in sharp contrast to the normal skin. CSCC cell lines showed
significantly reduced proliferation and migration after transfection with Pleixn-B1 or Plexin-B2
siRNA. While soluble CD100 promoted the proliferation and migration of CSCC cell lines
greatly. Levels of signaling molecules of ERK and Akt pathways were increased in soluble
CD100 treated CSCC cells, supporting the conclusion that CD100 has the ability to promote
CSCC cells migration and proliferation, and may be involved in the pathogenesis of CSCC. We
also prepared single cell suspension from CSCC tumor tissue, and the FACS data showed that
the number of Tregs in CSCC tissue was increased, and the expression level of CD100 on Tregs
in CSCC tissue were lower than other T cells, indicating that the interaction between Tregs and
CSCC cells might be mediated by CD100 and its receptor Plexin-B1/B2. Interaction of CD100
and Plexin-B1/B2 participate in the pathogenesis of CSCC by both promoting the proliferation
and migration of malignant KCs and by regulating the function of Tregs.
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TWO CASE REPORTS OF DAPSONE HYPERSENSITIVITY SYNDROME CARRYING HLA-
B*13:01 RISK ALLELE AMONG LEPROSY PATIENTS IN CHINA
Hong Liu1,2,3,4, Chuan Wang1,3, Tongsheng Chu1,3, Xi’an Fu1,3, Mingfei Chen1,3, Shumin
Chen1,3, Furen Zhang1,2,3,4
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Medical Sciences, 250022, Jinan, Shandong, China; 2Shandong Provincial Hospital for Skin
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Abstract: Dapsone is used in the treatment of infections and inflammatory diseases. The
dapsone hypersensitivity syndrome (DHS), which is associated with a reported mortality of
9.9%, develops in about 0.5 to 3.6% of persons treated with the drug. Here we presented two
leprosy cases who suffered DHS during their treatment. The diagnosis of DHS was based on
their treatment history and typical clinical manifestations. And also we performed HLA-
B*13:01 test to indicate both of them carried one HLA-B*13:01 risk allele. This case report is a
useful reminder that the clinicians should be aware of this fetal condition in leprosy patients.
And HLA-B*13:01 test is useful to diagnosis DHS and prevent it before treatment.
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ATROPHIC DERMATOFIBROSARCOMA PROTUBERANS DEMONSTRATED BY
DETECTING COL1A1-PDGFB GENE FUSION
Wenjun Xu, Qingquan Liu, Jusheng Wang
Beijing Hospital of Traditional Chinese Medicine, Capital Medical University, Beijing 100010,
China. Email: pifuxwj2000@163.com
Abstract: Dermatofibrosarcoma protuberans (DFSP) is a soft tissue neoplasm of intermediate to
low-grade malignancy. Some patients have clinically persistent plaques that might be atrophic.
The atrophic variant of dermatofibrosarcoma protuberans may be confused with some common
skin diseases with atrophic appearance. With the development of cytogenetics and molecular
biology techniques, the research of DFSP entered the chromosome and gene level, and
obtained a series of breakthroughs, especially COL1A1-PDGFB gene fusion systematic
research. The detection of fusion transcripts of the collagen type 1a1 (COL1A1) and platelet-
derived growth factor-BB (PDGFB) genes by genetic analysis has recognized as a reliable and
valuable molecular tool for the diagnosis of dermatofibrosarcoma protuberans (DFSP). We
reported a 24-year-old woman who had a 2-year history of an atrophic dermatofibrosarcoma
protuberans, and detected whether there was gene fusion between COL1A1 to PDGFB.accord-
ing to the one-step method of PCR using only a single primer pair established by Yoko
Yokoyama, we detected the fusion transcripts of the COL1A1 and PDGFB. We found out that
there was COL1A1-PDGFB gene fusion detected by RT-PCT in this patient’s tumor tissue
paraffin section. We identified COL1A1-PDGFB gene fusion in an atrophic DFSP.
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RELATIONSHIP BETWEEN ACNE KELOIDALIS NUCHAE AND IGG4-RELATED DISEASE
Jinran Lin, Lianjun Chen, Qiao’an Zhang, Wenyu Wu, Jinhua Xu
Department of Dermatology, Fudan University Huashan Hosptial, Shanghai, China.
E-mail: aminolin@163.com
Abstract: Acne keloidalis nuchae (AKN) is an inflammatory disease characterized by the
presence of keloid-like papules and plaques on the occipital scalp and posterior neck. IgG4-
related disease (IgG4-RD) is characterized by fibrosis and sclerosis of the involved organs, with
infiltration of IgG4-positive plasma cells. To assess the association between AKN and IgG4-RD,
we detected the serum IgG4 level from 12 AKN patients, and examined the number of IgG4-
positive plasma cells, the IgG4/IgG ratio and the number of FOXP3-positive Tregs in 12 biopsy
specimens. The serums IgG4 level of 12 patients were all in the normal range. IgG4þ density
exceeded 10 cells per high-power field in 10(83%) of 12 specimens. In 3 specimens (25%), the
IgG4/IgG ratio exceeded 0.40. In all 12 specimens, FOXP3-positive Tregs were absent. We
suggest that AKN does not belong in the spectrum of IgG4-RD, but increase in IgG4-positive
plasma cells is an epiphenomenon of AKN.
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THE EXPRESSION LEVEL AND FUNCTION OF PLASMA SCD147 IN PSORIASIS
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Abstract: CD147 is a highly glycosylated transmembrane protein that belongs to the
immunoglobulin superfamily. It is broadly expressed in various cell types and implicated in
a number of physiological and pathological processes. Psoriasis is a chronic, relapse, immune-
mediated inflammatory disease which affects around 0.5–1% of children and 2–3% of adults in
the world. Our previous studies have indicated that CD147 plays an important role in the
pathogenesis of psoriasis. Some earlier research has shown that CD147 also exist in soluble
forms (soluble CD147, sCD147). Though it has been referred that sCD147 levels in plasma
were closely related to many diseases, the level and function of sCD147 in psoriasis is still
under-investigated. To test the hypothesis that plasma sCD147 level is elevated in patients
suffering from psoriasis and explore the roles sCD147 play in the pathogenesis of psoriasis, we
recruited 144 subjects in five groups according to clinical feature: normal controls (Ctrl,
n¼ 41), psoriasis vulgaris (PV, n¼ 74), psoriasis pustulose (PP, n¼10), arthritis psoriasis (PsA,
n¼ 12), and psoriasis erythrodermic (PE, n¼ 7). We adopted enzyme-linked immunosorbent
assay (ELISA) to detect the concentration of plasma sCD147. We also analyzed the correlation
between sCD147 expression level and psoriasis lesion degree score (PASI), which could
represent the severity of psoriasis. The differences of sCD147 expression levels were statistically
analyzed in patients with different subtypes of psoriasis in order to clarify the effect of sCD147.
The recombinant sCD147, containing amino acids 22–205 of CD147, was used in subsequent
study to clarify the function of sCD147. We applied MTT assay to detect the influence of
psoriatic plasma and recombinant sCD147 on the proliferation ability in HaCaT and psoriatic
peripheral blood mononuclear cells (PBMC). Finally, we employed flow cytometry (FCM) to
test the activation effect of sCD147 on CD3þT cell from psoriatic patients. The plasma sCD147
expression levels in PV patients were significantly higher than those in Ctrl [(6705.45±
2017.62, mean ±SD)vs (5532.95±1329.57) pg/ml] (Po0.01). There was no correlation
between sCD147 expression level and PASI score (r¼0.123, P¼ 0.298). The levels of plasma
sCD147 was significantly different among different subtypes of psoriasis [PV (6705.45±
2017.62)oPP (7677.86±3024.18o PsA (8659.42±2577.78)oPE (12312.44±1560.79) pg/
ml, Po0.001). Plasma of patients with PV could promote the proliferation of HaCaT cell
(t¼ 2.1, Po0.05). Result of MTT showed that recombinant sCD147 could increase proliferation
of HaCaT cell in a concentration and time dependent pattern (Po0.001). In vitro, recombinant
sCD147 could enhance the proliferation of PBMC from psoriatic patients (t¼ 2.639, Po0.05).
Result of FCM showed recombinant sCD147 could significantly promote the activation of
CD3þTcell from psoriatic patients in vitro (t¼ 3.14, Po0.05). These data show, for the first
time, elevated plasma sCD147 in psoriatic patients may be a candidate biomarker to classify
the types of psoriasis. Both sCD147 and plasma from psoriatic patients can promote the
proliferation of HaCaT cell. Meanwhile, the recombinant sCD147 can enhance the prolifera-
tion of PBMC and activation of CD3þT cell from psoriatic patients, suggesting that sCD147
may become a new target for psoriasis drug treatment.
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THE EFFIACY AND SAFETY OF THE MEDLITE C6 LASER COMBINED WITH TOPICAL
L-ASCORBIC ACID SERUM ON MELASMA
Huilan Y, Yang Z, Ruidi G, Ying W, Chun L
Department of Dermatology, Guangzhou General Hospital of Guangzhou Military Command,
Guangzhou, China. E-mail: huilany88@hotmail.com
Abstract: Melasma is a common acquired hypermelanosis of the sun-exposed areas of skin, it
causes brown to gray-brown patches on the face, seriously affect patients’ appearance.
Melasma is easily diagnosed, but the pathogenesis of it remains largely unknown. Etiologic
factors in the pathogenesis of melasma include exposure to UV radiation, genetic influences,
hormonal therapies, pregnancy, cosmetics, phototoxic drugs, and antiseizure medications.
Current treatment of melasna consists of phenolic and nonphenolic depigmenting agents,
chemical peels, lasers, and dermabrasion. Medlite C6 AND L-Ascorbic acid serum has both
been used to treat melasma, however, the efficacy and safety of the combination of the Medlite
C6 laser and topical 23.8% L-ascorbic acid serum has not been clear, therefore we present a
clinical study to examine the therapeutic index of this combination treatment on melasma. To
evaluate the efficacy and safety of the Medlite C6 laser combine with topical 23.8% L-ascorbic
acid serum on melasma. Forty female melasma patients with an average age of 42.8 years old
(range: 30–55 years old) were enrolled in this study. The patients were enroll from the out
patient clinic of Department of Dermatology, General Hospital of Guangzhou Military
Command, Guangzhou, China. Twenty patients received Medlite C6 laser once per three
weeks, and at the same time they were required to use 23.8% L-ascorbic acid serum on the
whole face. Before these patients received laser treatment, the erythema / melanin/ wrinkle/
moisture index of their face would be measured by a skin evaluation instrument made by
Callegari in Italy. Patients’ self-assessment was performed before each treatment. Twenty
patients only received topical 23.8% L-ascorbic acid serum as control. Patients were required
to apply sunscreen (SPFZ 30), moisturizer and avoid sun exposure throughout the entire study
period. All patients who enrolled in this study were included for statistical analysis. SPSS13.0
were used for database management and statistical analysis. After four time treatments, in the
combination treatment group, the wrinkle and the melanin index were reduced gradually, the
erythema index improved in the last three treatments, skin moisture index improved
significantly in the first two treatments. Two patients with the first two treatment have slightly
red and swollen, they were improved after iced the part, and recovered in 24 hours. In the
Control group, the skin condition improved gradually except the wrinkle index, but the
improvement between the two groups had significant difference. The skin can be improved
efficaciously, quickly and safely by the treatment of the Medlite C6 laser combine with topical
23.8% L-ascorbic acid serum, meanwhile treatment with topical 23.8% L-ascorbic acid serum
can improve the skin slowly. Both medlite C6 laser and Medlite C6 laser does not cause any
obvious side effects.
043
ANTI-APOPTOTIC ROLE OF VIRAL MIRNA-H3 IN HELA CELLS BY TARGETING CDKN2B
WITH TREATMENT OF ACTINOMYCIN D IN VITRO
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Abstract: MicroRNAs (miRNAs) are small non-coding RNAs that regulate gene expression
primarily at the post-transcriptional level and play critical roles in a variety of physiological and
pathological processes. Numerous and conserved herpes simplex virus miRNAs were
discovered and identified during the past few years. The non-coding latency associated
transcript (LAT), which overlaps both ICP0 and ICP34.5 transcript in an antisense direction, is
the only readily detectable product during latency prior to discovery of herpesvirus micro-
RNAs. MiRNAs encoded by herpesviruses are always associated with the establishment of
long-term latent infections. Understanding the potential function of viral miRNA required for
identification of mRNA target, these maybe are cellular and/or viral. Now, increasing
evidences showed that these LAT-encoded miRNAs can facilitate latent infection and are
essential for reactivation. In HSV-1 and HSV-2, miR-H2 has been shown experimentally to
repress ICP0 protein production due to its perfect complementation with seed sequence.
Additionally, antisense miRNA, miR-H3 and miR-H4 were experimentally validated that they
can reduce expression of ICP34.5, a key neurovirulence factor. Normal replication of HSV is
triggered by sufficient viral protein expression of both ICP0 and ICP34.5, which will cause
programmed cell death for herpes simplex virus infection. These HSV-2 and HSV-1 LAT-
encoded miRNAs are currently believed to act in part by increasing the establishment or
maintance of latency, likely via an effect on the survival of acutely infected cells. Given the
propensity of viruses to co-opt cellular pathways and activities for their benefit, it is perhaps not
surprising that several viruses specific miRNAs have already been implicated in diverse
biological processes, including development, cellular differentiation, proliferation, apoptosis,
and oncogenesis. Whether these miRNAs also target host genes in a seed-sequence specific
fashion is currently not known. We know hsv-2 miR-H3 can suppress viral ICP34.5 mRNA, yet
there is no cellular target are identified. We constructed stable cell line named Hela-H3
ectopicly expressing hsv-2 miR-H3 by transfected Hela cells with recombinant vectors,
carrying hsv-2 miR-H3 pmiR-clusters, and screened by aminoglycoside antibiotics G418 with
qPCR validation of miR-H3. And we went on to find that ectopic miR-H3 expression in Hela-
H3 cells can dramatically reduced in their support of apoptosis induced by Dactinomycin D
(ActD). There was no evident change in the cells treated with anti-miR-H3 and mock-vehicle
groups. Apoptosis-related genes were screened by combining pre-test and bioinformatics
approaches. Potential cellular target cyclin-dependent kinase inhibitor 2B (CDKN2B), a known
tumor suppressor, was experimentally determined by reporter assays and western blot. In
summary, LAT-encoded miRNAs, like miR-H4–5p, contribute to viral latency and/or reactiva-
tion by targeting host and cellular genes to have an effect on the survival of acutely infected
host cells. Control of the apoptotic machinery of infected cells is one of the most powerful
mechanisms for virus to disarm non-specific resistance of the host. This study provides new
insights into the viral miRNAs mechanisms associated with HSV-2-host interactions. On the
other hand, our results clearly outline the possibility of cellular target for viral microRNAs in
regulating host-cell permissiveness during HSV-2 acute infection. Furthermore, this information
may facilitate the development of novel anti-HSV-2 therapeutic strategies.
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ANTI-APOPTOTIC FUNCTION OF HSV-2 LATENCY-ASSOCIATED TRANSCRIPT RL1
SEQUENCE AND THE SCREENING OF ITS ENCODED MICRORNA
Feifei Zhou, Huilan Yang
Department of Dermatology, General Hospital of Guangzhou Military Command Guangzhou
510010, China. E-mail: huilany88@hotmail.com
Abstract: Herpes simplex virus type 2 (HSV-2) is a common pathogen of human diseases, latent in
the body lead to continued infection, when Immunocompromised it can be activated again and it is
difficult to cure. Latent infection is the main cause for genital herpes recurrence. The latency-
associated transcript (LAT) is the only genes expressed effectively during HSV latency and it plays an
important role in HSV life cycle. Currently, there are many hypotheses about the role of LAT, but the
specific mechanism is not clear. LAT can not encode proteins, but can encode a plurality of
functional miRNA. MicroRNA can target mRNA through specific base pairing, causing degradation of
the target mRNA or inhibiting its translation, so that regulate gene expression in post-transcriptional
level. MiRNA may play an important role in HSV latent infection, during Latency. During viral
latency, LAT-encoded miRNA interfere with its target genes expression to inhibit cells apoptosis and
to cause virus latency. Therefore, in this study, we use HSV-2 333 genome as a template, PCR
amplified HSV-2 LAT RL1 sequence and then constructed eukaryotic expression vector pEGFP-RL1.
Liposome transfection, and electroporation transfection were used for the transfection of recombinants
into Vero cells and PC12 cells respectively, G418 were used for the screenning of the recombinants.
To study the Expression of recombinant in Vero cells and PC12, and its anti-apoptotic effects, we use
real-time PCR method to determine RL1 encoded microRNA, and then make clear that RL1 perform
its anti-apoptotic function by encoding microRNA. First, according to the gene bank, LAT RL1
primers were designed, HSV-2 333 genome were used as a template, PCR amplified HSV-2 LAT RL1
fragments, and then construct recombinant plasmid pEGFP-RL1. Recombinant plasmids were
transfected into Vero cells and PC12 cells, G418 resistance screening for recombinants, and LAT
RL1 mRNA successfully transcribed in Vero cells and PC12 cells were confirmed by RT-PCR.RL1
sequence having anti-actinomycin D function in Vero cells and PC12, G418 resistance screening for
recombinants, were determined by Hochest33342 stained, the fluorescent observation, and JC-1
staining. Both in Vero cells and in PC12 cells. MTT results showed that after transfection of cells and
apoptosis by actinomycin D, cells activities of recombinant plasmid pEGFP-RL1 group were no
statistically difference compared with no treatment control group (P40.05), but higher than cells
transfected with the empty vector pEGFP-C2 and actinomycin D-induced apoptosis group, the
difference was statistically significant (Po0.05). Flow cytometry results showed that both in Vero cells
and in PC12 cells, the apoptosis rate of recombinant plasmid pEGFP-RL1 group were no statistically
difference compared with control group (P40.05), but lower than cells transfected with the empty
vector pEGFP-C2 and actinomycin D-induced apoptosis group, the difference was statistically
significant (Po0.05). Caspase-3 activity assay showed that both in Vero cells and in PC12 cells, the
activity of caspase-3 of recombinant plasmid pEGFP-RL1 group were no statistically difference in
T-mediated viral latency and recurrence, compared with control group (P40.05), but lower than cells
transfected with the empty vector pEGFP-C2 and actinomycin D-induced apoptosis group, the
difference was statistically significant (Po0.05). Real time-PCR displayed RL1 sequence can encode
five kinds of microRNA, indicating that the expression of microRNA is tissue-specific. In conclusion,
the above results show that, HSV-2 LAT RL1 fragment has anti actinomycin D function in both PC12
cells and Vero cells. Further more, this function was performed mainly by its encoded microRNA.
This study has laid a foundation for the explore the of the mechanisms relating to HSV-2 LA.
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THE ROLE OF HEAT SHOCK PROTEINS IN THE PATHOGENESIS OF VITILIGO
Xinyao Z, Huilan Y
Department of Dermatology, General Hospital of Guangzhou Military Command, Guangzhou,
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Abstract: Vitiligo is a common clinical dermatology pigmentary disorders, with disfigurement,
easy diagnosis of refractory characteristics, seriously affecting the patient’s physical and mental
health. Vitiligo treatment factors may have a few areas: genetic factors, neuropsychological
factors, melanocytes self-destruct and so on. Although the pathogenesis of many, but most
clinically patients believe that stress is an important reason led them progressed in vitiligo.
Known sources of stress include bleaching phenols, UV, mechanical injury, leading to more
than half of patients have the same type of reaction. On the emotional stress, the confusion and
fear become vitiligo relevant factors. In the work environment is often exposed to bleaching
phenols populations are likely to cause vitiligo. Heat shock proteins in the cell to perform the
most basic physiological functions, such as the formation of oligomeric poly, protein folding,
stretching, transport etc., to maintain the survival and function of cells. The adverse conditions
under stress, heat shock protein expression increased significantly, and the shift can occur,
improving the resistance stress of the cells, and playing a role in stress protection. Under the
stress state, the secretion of, as a danger signal to activate dendritic cells, reactive "recruit" a
variety of immune cells to adapt to this environment, start immune response. We can interpret
heat shock protein 70 as an antigen to bear similar role in the development of autoimmune
diseases. Confirmed clinically visible expression in vitiligo lesion area of excessive heat shock
protein 70, especially inducible heat shock protein 70. Excluding heat shock protein 70 gene in
mice injected optimized murine TRP-1 does not occur after the bleaching phenomenon,
melanocytes treated by heat shock protein 70 are loss of activity, and the melanocytes treated
by 4-TBP are more easily killed by heat shock protein -activated dendritic cells. In the area of
vitiligo invasion of T lymphocytes is also a melanoma antigen recognized by T lymphocytes
infiltration identified target antigen. Vitiligo’s immunity is similar to melanoma, it can be
inferred vitiligo elevated levels of heat shock protein 70, heat shock proteins are also used in
melanoma treatment, becoming a star. People kill the abnormal melanocytes to treat
melanoma with heat shock protein 70, it can be speculated that in some ways relasing heat
shock protein to prevents loss of melanocytes to treat vitiligo? All these phenomena show that
heat shock protein 70 involved in the pathogenesis of vitiligo, and may play an overlooked role
in all major treatment, we should be focusing its attention to the heat shock protein on the
pathogenesis of vitiligo. We can boldly speculated that if the autoimmune response is activated
by heat shock proteins, then stopping the heat shock proteins to activate dendritic cells is a new
method of treatment of vitiligo.
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HSULF-1 IS A NEGTIVE REGULATOR OF CELL MIGRATION IN MELANOMA
Yujue Wang1, Yating Tu1, Juan Tao1
1Department of Dermatology, Affiliated Union Hospital, Tongji Medical College, Huazhong
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Abstract: Melanoma is the most common cause of death in patients with skin tumors and the
pathogenesis process of metastasis is of great importance in relation to its clinical outcomes. It’s
been reported that Heparan sulfate proteoglycans (HSPGs) played an important role in
regulating the signaling pathways in the melanoma metastasis. Recently a sulfatase HSulf-1
has been identified in several cancer types that could alter the sulfation status of HSPGs and
thereby regulate the downstream signaling pathways. The prevailing assumptions in the
literature implicated HSulf-1 as a tumor suppressor gene. However, the function of HSulf-1 in
the pathogenesis of melanoma remains unclear. The purpose of our study was to evaluate the
expression of HSulf-1 and the role of HSulf-1 in modulating the biological function of HSPGs
and the signaling pathways in melanoma, then further explore its role in melanoma progression
and its potential for therapeutic exploitation in melanoma. To investigate the expression levels
in melanoma, immunofluorescence staining for HSulf-1 was performed on tissue microarray
(TMAs) containing benign nevus (n¼ 16), primary (n¼ 30) and metastatic melanoma (n¼ 24)
lesions by staining with anti-SULF1 antibodies. We also used western blotting, real-time RT-
PCR to examine the expression of HSulf-1 in human normal melanocytes and melanoma cell
lines in protein and mRNA levels. Moreover, metastatic melanoma cell lines with low HSulf-1
expression were transfected with vector plasmids containing HSulf-1. The sulfatase activity of
the transfectants was measured by sulfatase assay. To identify the impact of HSulf-1
overexpression on proliferation, apoptosis and migration of theses melanoma cell lines, MTT
assay, Annexin V apoptosis assay and transwell migration assay were used respectively. The
immunofluorescence results of TMAs revealed a statistically significant lower expression of
HSulf-1 in metastatic melanoma when compared to primary melanoma (Po0.05). No
difference was observed between benign nevus and primary or benign nevus and metastatic
melanoma (P40.05). Expression of HSulf-1 was significantly higher in human normal
melanocytes and primary melanoma cell lines than metastatic cell lines. A down-regulated
sulfatase activity was confirmed in HSulf-1 transfected cell lines compared to the controls.
Overexpression of HSulf-1 in melanoma metastatic cells could decrease their migratory ability,
while did not affect cell proliferation or survival compared with vector transfected controls. In
conclusion, we find that HSulf-1 is down-expressed in human metastatic melanoma cells and
tissues, the artificial overexpression of HSulf-1 could suppress the migration of metastatic
melanoma cell lines transfected with HSulf-1. All these accumulated evidence demonstrated
that HSulf-1 may involved in regulating the tumor biology process of metastasis as a tumor
suppressor protein in melanoma. These findings will help us to better understand the
pathogenesis of melanoma and suggest HSulf-1 may be a potential target for new effective
melanoma therapies.
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ANTI-MELANOMA ACTIVITY OF THE EXTRACTS FROM UMBILICARIA ESCULENTA
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Abstract: Melanoma is a highly aggressive malignancy with a tendency of rapid metastases and
high mortality. Synthetic drugs such as chemotherapeutics, BRAF inhibitor, MEK inhibitor and
CTLA or PD-1 monoclonal antibodies often cause serious adverse effects and resistance. With
the development of natural medicine chemistry, more and more attention has been attracted to
the bioactive natural products for their safety, good efficacy and less toxicity to normal tissues
and organs. It has been reported that the extracts from Umbilicaria esculenta, an edible lichen
in China and usually found at high altitude on mountain rocks in East Asia, proved to have
significant antitumor effect. But whether it has an anti-melanoma effect and the mechanism of
its tumor inhibitory activity has not been revealed. The purpose of our study is to investigate the
anti-melanoma effect of the extracts from U. esculenta and reveal the mechanism of its tumor
inhibitory activity. The effects of the ethanol extracts from Umbilicaria esculenta on A875,
A375 and M14 melanoma cell survival were determined in vitro by cell counting kit (CCK 8
test) and flow cytometry analysis 24 h after the extracts treatment with the concentration values
ranging from 0.8mg/ml to 4 mg/ml. The generation of intracytoplasmic reactive oxygen species
(ROS) with or without pretreatment of ROS scavenger N- acetyl cysteine (NAC) was also
determined by flow cytometry analysis. Moreover, the intracytoplasmic levels of caspase-3, 8
and 9 were detected by immunofluorescence kit. The cell survival of A875, A375 and M14
melanoma cells were significantly inhibited 24 h after treatment of U. esculenta ethanol
extracts with the concentration values ranging from 0.8 mg/ml to 4 mg/ml (Po0.05). The mean
DCFH (the indicator of ROS level) detected by flow cytometry significantly increased when
treated with various concentrations of extracts compared with control group (Po0.05). More
apoptosis and cell death could be observed when raising the concentration of extracts from
0.8 mg/ml to 4 mg/ml. The expressions of caspase-3 and caspase-9 elevated accordingly when
the extract concentrations increased. A stastical significance (Po0.05) of caspase-3 and
caspase-9 expression between control and experimental group indicated the possible
involvement of caspase in the process of A875 apoptosis when treated with the extracts of
U.esculenta. Furthermore, NAC could reverse the ROS induced apoptosis and cell death as
well as the increased expression of caspase-9, which illustrates the effect of ROS on the
apoptosis of A875 melanoma cells. In conclusion, we find that U.esculenta extracts have a
strong anti-melanoma effect in vitro. The tumor inhibitory activity could be induced by the
generation of ROS in melanoma cells. The increased ROS level further led to an elevated
expression of caspase-9 and caspase-3, which subsequently activated the melanoma cell
apoptosis and cell death. On the basis of these results, lichen U. esculenta may be used as a
possible natural anti-melanoma agent.
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SALVIANOLIC ACID B: A PROMISING CANDIDATE FOR THE TREATMENT OF
SCLERODERMA
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Abstract: Scleroderma or systemic sclerosis (SSc) is characterized by the fibrosis of skin and visceral
organs. Currently, traditional Chinese medicine has been proved effective in the therapy of
scleroderma in some hospitals in China. The prescription of Yiqihuoxue formula has been shown
a satisfactory capability of attenuating sclerderma-associated fibrosis in clinical applications. TGF-b
pathway was considered as the most important profibrotic pathway in the pathogenesis of SSc. Our
previous study showed that the formula exerted its anti-fibrotic effect via inhibiting the TGF-b
signaling pathway. In the present study, we aimed to screen out the most important component of
the formula in the down regulation of TGF-b pathway and further study would be taken out to
explore its anti-fibrosis role. Mouse embryonic fibroblasts (NIH/3T3) were cultured in DMEM
medium supplemented with 10% fetal calf serum. Dermal fibroblasts were cultured from skin
biopsies of SSc patients which constitutively over-expressed collagen genes. pGL3-SBE4-Luc reporter
plasmids that contained four copies of Smad-binding element (SBE) oligonucleotide for monitoring
the activation of the TGF-b signal pathway were transfected into NIH/3T3 fibroblasts. Six hours post-
transfection, DMEM containing 10 ng/ml TGF-b alone or in the presence of different components of
Yiqihuoxue formula were added to NIH/3T3 fibroblasts. Twenty-four hours later, luciferase activity
was assessed to investigate the contribution of every component of Yiqihuoxue formula to the
reduction of TGF-b pathway activity. Real-time quantitative (RT)-PCR was used to examine the
transcript levels of collagen and some pro-fibrotic genes. Total soluble collagen in cell culture
supernatants was quantified by the Sircol collagen assay. Our results of luciferase reporter gene assay
showed that TGF-b markedly increased the luciferase activity in NIH/3T3 cells transfected with
pGL3-SBE4-Luc plasmids. Moreover, the SBE reporter activity was significantly down-regulated by
the Yiqihuoxue formula. Compared with the every other components of this formula, Salviae
miltiorrhiza (SM) showed the strongest inhibitory effect on the SBE reporter activity. Furthermore, the
formula showed much lower inhibitory effect on the SBE reporter activity after the deduction of SM.
Therefore, we considered that SM was the most important component in Yiqihuoxue formula in the
down regulation of TGF-b pathway. Salvianolic acid B (SAB) is a major water-soluble constituent
extracted from SM, which contains seven phenolic hydroxyls with the molecular weight of 718. The
luciferase reporter gene assay further showed that SAB could significantly down-regulated the SBE
transactivation reporter activity in NIH/3T3 fibroblasts stimulated with TGF-b. Then, we studied the
anti-fibrotic role of SAB in dermal fibroblasts cultured from SSc patients and found that the
transcription levels of collagen and pro-fibrotic cytokines, such as connective tissue growth factor
(CTGF), plasminogen activator inhibitor-1 (PAI-1) and etc. were significantly down-regulated with
SAB treatment. Consistent with the results obtained by real-time RT-PCR, SAB reduced the secretion
of collagen from SSc dermal fibroblasts. SM was the most important component of Yiqihuoxue
formula in the down regulation of TGF-b pathway. SAB, as the major water-soluble constituent of
SM, could significantly down-regulated the SBE reporter activity and played an anti-fibrotic role in
SSc treatment. Therefore, SAB was a promising candidate drug for the treatment of SSc.
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PREVALENCE OF ACNE VULGARIS IN SHANGHAI, CHINA: A COMMUNITY-BASED
STUDY
Shuxian Yan, Fei Li, Feng Xu, Jinhua Xu
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Abstract: Acne vulgaris is an extremely prevalent skin disorder, especially among young people. To
learn the demographic profile from a community-based study, a population-based study was
carried out in Xinjing area of Shanghai from October 2009 to January 2010. All the questionnaires
were completed with the final diagnosis of dermatologists. The questionnaires recorded age,
gender and family history of acne. Data were entered on a relational database (EpiData 3.1) and
the Statistical Package for Social Sciences (SPSS Version 16.0) was used for analysis. The
prevalence of self-reported initial acne was 18.09% (1781/9846, men 20.48%, 949/4634, women
15.96%, 832/5212), and the standardized prevalence was 21.66% (men 22.29%, women
19.53%). The prevalence increased from 14 years old, reaching its peak at 18 (56.5%, 13/23) in
male and 19 (57.6%, 19/33) in female. The affected parts included face (92.37%), back (17.37%),
chest (5.66%) and neck (1.97%). The most common type of skin lesion was comedo (63.82%, 485/
760). Patients with family history had significantly higher Pillsbury Classification than those without
family history (X2¼ 7.425, Po0.05). Acne vulgaris is common in Chinese community. Age,
gender and family history play important roles for the prevalence of acne.
ABSTRACTS
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DEMOGRAPHIC DIFFERENCES IN SUN PROTECTION BELIEFS AND BEHAVIOR:
A COMMUNITY- BASED STUDY IN SHANGHAI, CHINA
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Jianfeng Zhu4, Haidong Kan 2, Jinhua Xu1
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China; 4Xinjing Community Health Service Center, Shanghai, China; The first three authors
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Abstract: In this study, we aim to investigate the attitudes and behaviors of UV protection and to
analyze the diversity in different Chinese demographic groups. A community-based study was
undertaken in Shanghai from October 2009 to January 2010. The participants aged 20–60 years old
were screened by cluster sampling and were investigated by interview at their own homes. Personal
basic information and the questions about knowledge, attitudes to sunlight and sun protective activities
were included in the questionnaire. Totally 5964 questionnaires were completed (2794 men and 3170
women). Eighty-six percent of the respondents belonged to Fitzpatrick skin type IV. More than half of
the participants knew that sun exposure could lead to skin photoaging, skin immune suppression and
skin cancer. More than 70% of the participants would avoid exposure to the strong sunlight. However,
only one-third of the participants thought that they need sun protection in winter and indoor, and 27%
of the participants acknowledged tanning were not favorable. The attitudes towards sun exposure
varied with significant difference in different gender, age, socioeconomic groups and skin type groups
(Po0.05). Only 21.3% of the participants applied sunscreen. Females and individuals with younger
age and higher education level were more likely to perform sun-protective behaviors than males and
those with older age and lower education level (Po0.001). Sun protection behavior defect was existed
in our surveyed Chinese population, especially in males and lower socioeconomic population, which
could contribute to planning prevention campaigns and exploring sun-preventive products.
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STUDY ON THE DISTRIBUTION AND CORRELATION OF REGULATORY T CELLS AND
DENDRITIC CELLS IN MYCOSIS FUNGOIDES
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Abstract: Mycosis fungoides (MF) is the most common type of cutaneous T cell lymphoma (CTCL).
Classical MF was divided into three clinical stages: patches, plaques and tumors. Most of the patients
have been persistent in patch-stage for many years or even decades. A minority of the patients will
progress into plaques and tumors. The underlying mechanisms which cause these differences have
not been well understood. Microenvironmental effects have been speculated to play an important
role in this process. Previous studies emphasized the importance of regulatory T cells (Tregs) and
dendritic cells (DCs), but the extent of impact and the relationship between these two facts have not
been reported. To investigate the relationship of the quantity and distribution among dendritic cells,
regulatory T cells and tumor cells in each stage of mycosis fungoides. Triple immunofluoresence
staining was used to detect the average number of FOXP3 and CD209 immuno-staining positive cells
in the specimens obtained from 89 cases of mycosis fungoides, consisting of 69 patches, 12 plaques
and 8 tumors. Anti-FOXP3-DAPI was used to label Tregs, anti-CD209-FITC to dermal DCs, and anti-
CD4-TXRED to tumor cells. The average number of Tregs and dermal DCs in patches, plaques and
tumors were 36, 41, 10 and 9, 21, 49, respectively. There was no significant difference in Tregs
infiltration between the patch and plaque stages (P¼ 0.715). However, we found that Tregs was
significantly lower in tumor stage (po0.05). Tregs infiltrate into amid of tumor T cells, while dermal
DCs distribute predominantly at the peripheral area of tumor next to normal tissues, there is no close
relationship between them. The number of tumor infiltrated Tregs in patch/plaque stage of MF is
higher than in tumor stage. On the contrary, the number of dermal DCs increases along with MF
progression. The close spatial relationship between Tregs and dermal DCs has not been found in
each stage of MF.
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TWO CASES OF CLINICAL MANIFESTATION AND TREATMENT OF GVHD
Zheng yian, Li feng*, Zhu xiaohua, Huang lan
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Abstract: Graft versus host disease (GVHD) is a kind of graft versus host immune disease.
When the immunocompromised individuals accept donors with lymphocytes with the immune
activity, and not to be exclusive by the receptor, the receptors response of donor immune
active lymphocyte would happened. The defects often occurred in the exchange of blood
between the congenital cellular immunodeficiency fetus and the mother in the womb,the
blood transfusion or blood products of the newborns and the congenital cellular immunode-
ficiency infants, and the blood transfusion and containing lymphoid tissue(embryonic bone
marrow, thymus, liver, etc.) transplants of immunesuppressed patient of malignant tumor[1, 2].
The main clinical performance involving the reaction of the skin, gastrointestinal tract and liver.
The disease could be divided into acute graft versus host disease and chronic graft versus host
disease, the former happens at a weeks to three months after the transplantation, can be
associated with fever, diarrhea, vomiting, the damage of function of liver and the decrease of
the white blood cells and red blood cells. The skin damage can be characterized by diffuse
erythema and vesicle initially and then with measles and scarlet fever-like eruption, which can
develop to toxic epidermal necrolysis and exfoliative dermatitis. The latter happens in the three
months to one year after transplantation, the early damage is commonly linchenification, and
then scleroderma damage, all can eventually lead to abnormal skin sclerosis and poikiloderma.
Some individual may be with chronic skin ulcer and alopecia areata. The general system
damage is few and slight[3]. At present, the main treatment is glucocorticoid and immuno-
suppressants[1]. There are also the reports in recent years show that UVB. PUVA and in vitro
illumination immunotherapy (ECP) for the treatment of this disease also have certain effect [4].
Following are our 2 cases of diagnosis and treatment of GVHD case reports.
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Abstract: Methazolamide is an intraocular pressure (IOP)-lowering drug used for the treatment of
glaucoma and other ophthalmologic abnormalities. The use of methazolamide has been known to
cause Stevens–Johnson syndrome (SJS) and toxic epidermal necrolysis (TEN). To identify genetic risk
factors for these adverse reactions in Han Chinese population, we characterized HLA class I genotypes
of seven Chinese patients with methazolamide-induced SJS/TEN from 2008 to 2013. The frequency of
HLA-B*59:01 was 85.7% (6/7) in the case patients, significantly different from 0% (0/30) in the
methazolamide-tolerant patients (OR¼ 264.3; P¼ 3.0 10 6) and 0.35% (1/283) in the healthy
subjects from the human MHC database (OR¼ 1692.0; P¼ 6.2 1011). HLA-C*01:02 that was
closely linked to HLA-B*59:01 had a weaker but notable association with methazolamide-induced
SJS/TEN, in comparison with the tolerant controls (OR¼ 10.4; P¼ 0.033) and the general population
(OR¼ 13.3;P¼ 5.3 103). The distribution of the HLA-B*59:01-C*01:02 haplotype was also
significantly different in cases and controls. This study for the first time showed a strong association
between HLA-B*59:01 and methazolamide-induced SJS/TEN in Han Chinese population. Pre-therapy
screening for HLA-B*59:01 could be useful to reduce the risk of methazolamide-induced SJS/TEN.
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Abstract: Activation of the coagulation cascade is may involved in patients with chonic
spontaneous urticaira (CSU), but the number of the patients in this study is small in previous
study and the study is rare on Chinese people. The correlation between the blood coagulation
and the CSU is unclear. 103 patients with CSU, 20 patients with acute spontaneous urticaira
(ASU) and 11 patients with physical urticarial (PU) were studied. 71 of them underwent
autologus plasma skin test (APST) and autologus serum skin test (ASST). D-dimer, F1þ 2, FVIIa,
FXIIa, activated partial thromboplastin time (APTT) and prothrombin time (PT) were mea-
sured.76 normal subjects were used as controls. The levels of D-dimer, F1þ 2, FVIIa were all
statistically higher in CSU than those in normal controls (NC), but there were no statistically
differences in FXIIa, APTT and PT. D-dimer levels were significantly higher in patients with
severe CSU than that in patients with moderate and slight disease. 61.97% patients scored
strongly positive on the APST while 38.03% patients scored positive on the ASST. The FVIIa
levels in APST (þ ) relative to APST ( ) patients were significantly higher. There were no
differences in D-dimer among patients with different types of urticaria. The activation of the
coagulation cascade is involved in patients with CSU. The APST causes wheal-and-flare
reactions much more frequently than ASST attributing to the effect of the certain coagulation
factors. The coagulation cascade is more like an amplification factor than the triggering effect
in CSU.
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ASSOCIATION OF SINGLE NUCLEOTIDE POLYMORPHISM OF CYP19A1 GENE WITH
FEMALE PATTERN HAIR LOSS IN CHINESE HAN ETHNIC GROUP
Wenlong Rui1, Youyu Sheng1, Qinping Yang1,*
1Department of Dermatology, Huashan Hospital, Fudan University, Shanghai, China. *Corres-
pondence: E-mail: dxq93216@medmail.com.cn
Abstract: Our aim is to explore the association between single nucleotide polymorphism of
CYP19A1 gene and female pattern hair loss in Chinese Han Ethnic group.200 cases of Chinese
Han patients with female pattern hair loss (Ludwig II class 142 cases, Ludwig III grade 58 cases)
and 200 healthy controls were enrolled in our study, the separation and purification of
genomic DNA was extracted from peripheral venous blood, the gene was amplified by PCR,
SNaPshot technology was used to detect CYP19A1 gene candidate SNPs. All SNPs are
coincident with the Hardy-Weinberg equilibrium test. Rs6493497, rs7176005 allele frequen-
cies were significantly different (P¼ 0.001) between patients and normal controls: For
rs6493497 patient group (A¼ 62, G¼ 338), the control group (A¼ 100, G¼300), P¼0.001;
for rs7176005 patient group (T¼ 62, C¼ 338), the control group (T¼100, C¼ 300), P¼0.001;
in the analysis of the genotype, the genotype distributions of rs6493497 and rs7176005 were
significantly different (P¼ 0.003) between patients and normal controls: For rs6493497 patient
group (AA¼6, AG¼ 50, GG¼ 144), the control group (AA¼12, AG¼ 76, GG¼ 112),
P¼ 0.003; for rs7176005 the patient group (TT¼ 6, CT¼ 50, CC¼ 144), the control group
(TT¼12, CT¼ 76, CC¼ 112), P¼ 0.003. Rs6493497, rs7176005 allele frequencies were
significantly different (P¼ 0.006) between Ludwig II and Ludwig III controls: For rs6493497
Ludwig II group (A¼53, G¼ 231), Ludwig III group (A¼ 9, G¼107), P¼ 0.006; for rs7176005
Ludwig II (T¼ 53, C¼ 231), Ludwig III (T¼ 9, C¼107), P¼ 0.006; in the analysis of the
genotype, the genotype distributions of rs6493497 and rs7176005 were significantly different
(P¼ 0.028) between Ludwig II and Ludwig III group: For rs6493497 Ludwig II group (AA¼6,
AG¼ 41, GG¼ 95), Ludwig III group (AA¼ 0, AG¼ 9, GG¼49), P¼ 0.028; for rs7176005
Ludwig II group (TT¼ 6, CT¼ 41, CC¼ 95), Ludwig III group (TT¼ 0, CT¼ 9, CC¼ 49),
P¼ 0.028. In the analysis of linkage disequilibrium, we found that rs6493497 and rs7176005
are in the situation of complete linkage disequilibrium (D’¼ 1, r2¼ 1). There were not any
other positive results in other SNPs allele frequency and genotype distribution between the two
groups. CYP19A1 gene rs6493497, rs7176005 locus are related to female pattern hair loss, the
rs649349 genotype GG and rs7176005 genotype CC may increase the risk of female pattern
hair loss in Chinese Han ethnic group.
ABSTRACTS
www.jidonline.org 65
056
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Abstract: There are pubilshed documents pointed out that the bulge region of hair follicles is
niche for neural crest stem cell (NCSC), and the position is constant in hair cycles. During early
antigen, NCSC differentiates into mature melanocytes, including hair follicle melanocyte and
epidermal melanocyte. Both the epidermal and follicle melanocytes in vitiliginous skin are
depleted. Our research focused on affected hair follicle melanocytes in vitiligo development:
A pilot study on repigmentation access was carried out to find out the pathological changes
and regulatory factors; We chose patients of vitiligo involving scalp hair follicles treating
with hair transplantation. We took Immunohistochemistry research on mechanisms of vitiligo
repigmentation; We designed a project though hair transplantation in the treatment of vitiligo
involved scalp hair. By 2 years’ follow-up, we probe into the value of this treatment,
besides advantages and disadvantages. We focused on NCSC located in human follicle bulge
induced to differentiate into melanocyte lineage by the method of immunohistochemistry.
Differences of various gene expressions between vitiligo involving scalp and black hair from
healthy control were checked. It is the first time reported such experiments on human
scalp; patients of vitiligo involving scalp were treated by hair transplantation, followed up
in 2 years. Clinical observation on repigmentation was recorded by digital camera and
electron microscope; patients recieved scale test of anxiety and depression, credible
mental state assessment; evaluation on hair transplantation treatment is executed on the
advantages, disadvantages and safety. Target of lymphocytes is hair follicle bulge, reservoir of
NCSC and melanocyte stem cells. On the contrast, there is few lymphocytes infiltration around
the bulb. Premature differentiation of stem cells in hair follicle bulge of vitiligo could result in
stem cell decreasing in number. Apoptosis appearance of a large number of keratinocyte is
similar to catagen in vitiligo involving scalp. The disfunction of keratinocytes improving
melanogenesis may be one of the causes of lack of active melanocytes. Hair transplantation
brings reservoir of human hair follicle NCSC and dermal pallia stem cell, which contains
melanocyte progenitor cells. It confirms the mature epidermal melanocytes, which can break
through the limitation of out root sheath experience differentiation, proliferation and migration,
ultimately achieve skin repigmentation. The hair follicle melanocyte whether normally
proliferated, differentiated or migrated need further observation to confirm. Hair follicle
melanocytes and epidermal melanocytes may be regulated respectively, which result in
unparallel repigmentation in epidermis and hair follicles. The result is not associated with
gender and age. The functions of human hair follicle NCSC and dermal papilla stem cell
differentiating into hair follicle melanocytes and keratinocytes may not be influenced by outer
root sheath surrounding microenvironment. This immune evasion phenomenon deserves
further study to explain. Good security is evaluated with the treatment of hair transplantation
on vitiligo involving Scalp. Advantages: treatment course is short; no side effects of the
oral or topical drug will happen; no rejection reactions; hair follicles transplanted survived
and keep black eternal, which makes better appearance; skin repigmentation looks uniformly.
Shortcomings are consistent with the general hair transplantation.After 2 years follow-up,
there was no significant hair repigmengtation observed.Because of the great difficulties in
drawing lesion of vitiligo in scalp, we can do little in research of vitiligo involving scalp;
restricted to the limitation of follow-up time, we should re-evaluate the repigmentation after at
least 1 year.
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ANALYSIS OF MICRORNA PROFILE IN AGING DERMIS AND ITS VALIDATION IN
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Backgroud: Skin aging performs as an external manifestation of organism aging. Not only does
skin aging bring cosmetic problems, but also connect to a series of age-related diseases, which
do harm to people’s physical and intellectual integrity. Owing to its complicated components
in the extracellular matrix and the diverse types of cells, dermis plays a dominant role in skin
aging. To date, studies about aging dermis has now covered fields involved epigenetics,
genomics, proteomics and so on, but its relationship with microRNA is still unclear. MicroRNA
(miRNA) is a short non-coding RNA that can negatively regulate target gene by binding the
specific 3’-UTRs sequence, therefore affecting a variety of physiological and pathological
processes. Study of age-related miRNA expressed in dermis and its regulation network can help
better understand the mechanism of dermis aging, providing innovative views for anti-aging
therapies. To identify the characteristics of the miRNA profile in aging dermis, discover the
relevant function and signaling pathways and build a regulatory network comprising miRNAs
and parts of its target genes related with aging. To validate the miRNA profile in senescent
fibroblasts, compare its consistency and difference with results found in tissues, and discuss its
potential regulatory pathway related to cell senescence. Human dermis samples from sun-
protected body parts were obtained, including 6 for young group and 6 for aging group. The
donor age bracket was over 60 years for aging group and below 10 years for young groups
respectively. The miRNA microarray was conducted to discover the differentially expressed
miRNA profile between ages. Real-time quantitative PCR was utilized to validate the
expression of some miRNAs. Target genes were predicted using a computational approach,
followed by a gene ontology and pathway enrichment analysis among them. A miRNA-gene-
network was then built to acquire the vital regulatory miRNA in this network. Fibroblasts were
isolated from human dermis. After serial passaging, multiple characteristics of cell senescence
were evaluated among early passage and late passage cells, including survival curve, b-SA-GA
stain and real time quantitative PCR of senescence-related genes. Assessment of the expression
of selected miRNAs was conducted by real-time quantitative PCR among young and senescent
fibroblasts. The results of miRNA microarray revealed that forty miRNAs (25 up-regulated and
15 down-regulated) in dermis were differentially expressed with aging, which included up-
regulated miRNAs like miR-34 family, miR-29 family, miR-601, miR-134 and down-regulated
miRNAs like miR-424, miR-154, miR-181a et al. The real-time quantitative PCR results
confirmed the differential expression of miR-34 family and miR-29 family between young and
aging dermis. A computational approach demonstrated that predicted target genes of the
miRNA profile were found to be mainly involved in processes like cell adhesion, collagen
synthesis, positive or negative regulation of transcription, as well as pathways like metabolic
pathways, growth factor pathways, ECM-receptor interaction, DNA damage response and so
on. The miRNA-Gene-Network revealed that miR-34 family, miR-29 family and miR-424 might
play a dominant role in the regulatory network. As for isolated fibroblasts in vitro, when
compared to early passage cells, fibroblasts in their late passage demonstrated a significantly
suppressed proliferation, higher ratio of SA-b-GA positive cells and up-regulated expression of
p16 gene, while the expression of mRNA like p53 and p21 remained unchanged. Real time
quantitative PCR of miRNA revealed that, all of the selected 11 miRNAs, i.e. miR-548q, miR-
1226*, miR-601, miR-1207-5p, miR-134, miR-34b*, miR-34a, miR-29c*, miR-181a, miR-154,
miR-424, showed an up-regulated tendency in senescent fibroblasts. Most miRNAs exhibited
similar change to the results of microarray analysis, while a paradoxical result about miR-181a,
miR-154 and miR-424 was found in senescent cells. There are differentially expressed miRNAs
during dermis aging. The target genes of the miRNA profile may participate in processes like
cell adhesion, collagen synthesis, regulation of transcription, as well as pathways like
metabolic pathway, growth factor pathway, ECM-receptor interaction and DNA damage
response. The miR-34 family and miR-29 family and miR-424 may play a critical role in
affecting dermis aging. A similar miRNA change is observed in senescent fibroblasts in vitro,
still paradoxical results of a few miRNAs indicates other mechanisms other than cell
senescence may be involved in dermis aging. Additionally, the age-related miRNA profile
may interact with p16 pathway to regulate the fibroblasts’ senescence.
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INFLUENCE OF ALA-PDT ON THE EXPRESSION OF TLRS IN ACNE LESIONS AND
KERATINOCYTES TREATED WITH P.ACNES
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Abstract: Observe the changes of TLR2 and TLR4 receptor expression levels in acnes lesions
treated with ALA-PDT. To investigate the efficacy of ALA-PDT on the expression levels of TLR2,
TLR4 and cytokines IL-1a, TNF-a, IL-8 secreted from keratinocytes treated with P.acnes. A 5%
ALA lotion was freshly prepared with ALA powder before application. After facial cleaning, the
ALA lotion was applied to areas affected with acne. Following occlusion with plastic wrap for
60–120 minutes, patients were irradiated with a narrow band LED (633±10 nm), with a light
intensity of 80–90 mW/cm2 and light dose of 96–108 J/cm2. The irradiation distance was kept
for 10–15 cm. Patients received weekly ALA-PDT for a total of 3 sessions. Before and 8 weeks
after treatment immediate biopsy of lesions were detected semi-quantitatively for the
expression of TLR2, TLR4 receptors by SP immunohistochemistry method. Primary keratino-
cytes were seeded to 6 well-plate, with each well 1 x 106 /ml, placed at 371C incubator,
5%CO2 cultured for 48 hours, freshly prepared 1 mg/ml ALA for 24 hours until the cell
proliferation reached 60–70%. Co-cultured with inactived bacterial, the cells were irradiated
with red light 2 J/cm2 and blue light 5 J/cm2 respectively. At 0 h, 3 h, 6 h, 9 h, 12 h, 24 h
supernatant were collected, and tested by ELISA for the detection of cytokines IL-1a, TNF- a
and IL-8, cells were collected and studied respectively by real-time PCR and Western-blot for
detection of TLR2, TLR4 gene and protein level changes. From June to December 2012, 8
patients with cystic nodular acne were recruited and underwent skin biopsy at the lesion site
before and after photodynamic. Nonlesion skin of the same patient was biopsied as control.
Among the 8 patients, 6 were male and 2 were female, aged of 18B28 years old
(21.87±3.60), duration of 3B24 months (13±7.27), Pillsbury grade III to grade IV, who
were given oral antibiotics or isotretinoin except for one female patient. Immunohistochemical
assay showed overexpression of TLR2 in the membrane and cytoplasm of keratinocytes, which
mainly localized throughout the epidermis, especially in the stratum spinosum (þBþ þ þ ) .
The expression of TLR2 became negative or only showed weak positive (Bþ ) in the stratum
corneum and spinosum after treatment. In the basal layer of normal skin TLR2 had weak
positive, with cytoplasmic expression. At the same time overexpression of TLR4 in the
membrane of keratinocytes, which mainly localized throughout the epidermis, especially in the
stratum spinosum, while part of patients with negative expression (Bþ þ ). After treatment
the expression of TLR4 became negative or only had a weak positive expression (Bþ ) in
the basal layer and stratum spinosum. In the basal layer of normal skin TLR4 had weak positive,
with cytoplasmic expression. The ALA drug itself, preparation of inactivated P.acnes and pure
red / blue light alone didn’t affect the proliferation rate of keratinocytes significantly. However
after being treated with a combination of 1 mg/ml ALA combined with 1 J/cm2, 2 J/cm2,
5 J/cm2, 10 J/cm2, 20 J/cm2 of red or blue light, the keratinocytes appeared obviously
vacuolated and even broken-up to debris or floating when the light dose of either red or
blue light reached up to 10 J/cm2. The same results were proved by flow cytometry. ELISA
results showed that P.acnes significantly increased the early inflammatory cytokines IL-1a,
TNF-a and IL-8. The expression levels of the study group declined after the intervention of
photodynamic therapy compared with the control group, and the results were more significant
in blue light group (red light Po0.05, blue light Po0.01). Real-time PCR results showed that
P.acnes can significantly increase TLR2, TLR4 gene expression level, and photodynamic
therapy intervention can inhibit the expression. The results of Western-blot also showed that
P.acnes can upregulate the TLR2, TLR4 protein expression level, which could be inhibited by
photodynamic therapy intervention. This Study confirmed the expression of TLR2, TLR4 in the
epidermis of acne patients. But after photodynamic therapy TLR2, TLR4 expression levels were
declined in varying degrees. We concluded that keratinocytes play an important role in the
inflammatory response of natural immunity via the TLR pathway, and PDT can disrupt this
mechanism, which leads to anti-inflammatory effect. Our study found P.acnes had no effect on
keratinocytes viability, but could promote inflammation by affecting the underlying immune
response. Inactivated P.acnes can promote cytokines IL-1a, TNF-a, IL-8 in keratinocyte
supernatant. After photodynamic therapy, the expression levels of cytokines including IL-1a,
TNF-a, IL-8 dropped, the gene and protein levels of TLR2, TLR4 were reduced as well,
suggesting that photodynamic therapy can inhibit natural immune response and the effect is
mediated through TLR path.
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Abstract: Mycobacterium tuberculosis (MTB) infection has been suggested to contribute to the
pathogenesis of erythema nodosum (EN) and nodular vasculitis (NV), the classic forms of
panniculitis. However, there is little evidence to demonstrate the presence of MTB in the skin
lesions. This study is aimed at evaluating the association between MTB infection and the
development of EN and NV in a Chinese population. A total of 107 patients (36 EN, 27 NV,
and 44 others) with vasculitis and 40 control cases with other skin diseases were recruited and
their skin lesion samples were subjected to real time polymerase chain reaction (PCR) analysis
of the IS6110 and mpt64 gene fragments of MTB. Their blood mononuclear cells were tested
for MTB antigen-specific IFN-& responses by QuantiFERONs-TB Gold In-Tube (IT) assays.
PCR analysis revealed that 7/23 (30.4%) and 7/18 (38.9%) of the EN and NV samples were
positive for the IS6110 DNA, respectively, which were significantly higher than 3/34 (8.8%) of
other vasculitis (OV) and 3/40 (7.5%) of the control samples (Po0.05). The nested Real-Time
PCR assay indicated that 6/7 (86%) of the IS6110-positive EN samples, all of the IS6110-
positive NV and control samples, but only 1/3 of the IS6110-positive OV samples, were
positive for the mpt64 gene. Similarly, 19/32 (59.4%) of the EN patients, 20/26 (76.9%) of the
NV patients, and 17/36 (47.2%) of the OV patients were positive for MTB antigen-specific
IFN-& responses, which were significantly higher than 6/40 (15%) of the controls (Po0.05).
Our data strongly suggest that MTB infection and active TB are associated with the
development of NV and EN in Chinese.
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EFFECT AND MECHANISM OF SUNITINIB ON THE PROLIFERATION AND APOPTOSIS
IN HACAT CELLS INDUCED BY EGF
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Abstract: Sunitinib is a multiple targets inhibitor that suppress several tyrosine kinase receptors
(VEGFR, PDGFR, c-KIT and FLT3) mediating signal pathways which relevant to tumor
proliferation, apoptosis and angiogenesis, Stat3 is one of the main signaling pathways of
sunitinib mediated tumor therapeutic effect. Psoriasis is a chronic inflammatory skin disease and
the pathogenesis of psoriasis is very complex and has not been fully elucidated. One of the
pathological changes is the abnormal proliferation of keratinocyte. Previous studies reported
that psoriasis skin lesions improved in a kidney cancer patient with psoriasis during the
treatment with sunitinib. Suggesting a good effect of sunitinib in the treatment of psoriasis.
However, it is still unclear whether there is a similar mechanism as in tumor. HaCaT cells is a
immortalized cell line derived from the normal human epidermal keratinocytes, which has been
used for a variety of skin diseases, including psoriasis in vitro studies. Its main biological
characteristics are similar to the normal epidermal keratinocytes. In this study, we use
exogenous EGF induced HaCaT cells as a high proliferation state (HaCaT/E cells), to detect
the influence of sunitinib on the proliferation, cell cycle and apoptosis of HaCaT/E cells. To
investigate the influence and internal mechanism of sunitinib on the proliferation and apoptosis
in HaCaT cells induced by EGF (HaCaT/E). Tested the effects of EGF on the proliferation ability
in HaCaT cell by cell count, establishing a high proliferative state HaCaT/E cell line. The
influence of sunitinib on the proliferation ability in HaCaT/E cells was detected by MTT assay.
The influence of sunitinib on the cell cycle in HaCaT/E cells was detected by flow cytometry
analysis. Western Blot tested the change of expression levels of cyclinD1 and cyclinE1. The
influence of sunitinib on the apoptosis index in HaCaT/E cells was detected by flow cytometry
analysis. Western Blot tested the expression level of apoptosis-related protein cleaved-PARP
treated with sunitinib in HaCaT/E cells. Electron microscope assessed the morphological change
of apoptosis induced by sunitinib in HaCaT/E cells. Western Blot tested the influence of
sunitinib on the Stat3 signaling pathway in HaCaT/E cells. EGF increased the cell number of
HaCaT cells in a time-dependent manner. During the cultivated 3 d, the number of EGF treated
HaCaT cells was significantly increased than that of the control group at all time points
(P;0.05¼ . Results of MTT showed that sunitinib restrained the proliferation ability of HaCaT/E
cells in a concentration and time dependent pattern (Po0.05¼ . Sunitinib decreased the
proportion of HaCaT/E cells in S phase in a concentration and time dependent patterns. Western
Blot results showed that sunitinib reduced the expression of cyclin D1 and cyclin E1 in HaCaT/E
cells (Po0.05¼ . Sunitinib induced HaCaT/E cells apoptosis in a concentration and time
dependent pattern, The expression of apoptosis related protein cleaved-PARP increased with the
concentration of sunitinib raised (Po0.05¼ . Electron microscopy observed that HaCaT/E cells
treated with sunitinib after 24h appeared with a series of signs of apoptosis including volume
smaller, nuclear chromatin edge set, concentration, cytoplasmic vacuolation. Western Blot
results showed that sunitinib pretreatment could significantly inhibit the activation of
phosphorylated Stat3 in HaCaT/E cells (Po0.05). Sunitinib could inhibit the proliferation and
induce the apoptosis of HaCaT/E cells. Sunitinib mediates the proliferation and apoptosis of
HaCaT/E cells probably by influencing the expression of cell cycle and apoptosis related
proteins through Stat3 signaling pathway.
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CHARACTERIZING THE PROTECTIVE ROLES OF MAST CELLS AGAINST SPOROTHRIX
SCHENCKII INFECTION
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Abstract: It is known that mast cells (MCs) play an important indirect role as sentinels in the
skin and MCs express several receptors and mediators, which are involved in antifungal
responses. Besides, host defence responses to fungal pathogens share many features of MC-
driven immune responses against bacteria and parasites. We, therefore, explored the
contribution of MCs in host defence responses against Sporothrix schenkii (Ss) which
commonly occurs in lymph-cutaneous form, compromises skin, subcutaneous tissues and
regional lymphatic vessels. To investigate the role of mast cells in Sporothrix schenckii (Ss)
Infection.Ss conidia (3 107) were injected into the foot pad of wild type Kitþ /þ , MC-deficient
KitW/KitW v and mast cell reconstitution mice, i.p. transfer of immature mast cells that were
derived in vitro (BMCMCs, bone marrow-derived cultured mast cells) from the bone marrow of
Kitþ /þ mice (KitW/KitW vþ Kitþ /þ BMCMC mice). Skin inflammation was checked by lesion
size at different time point and results were further confirmed by immunohistochemistry. In
vitro, reactive oxygen species (ROS) production from peritoneal lavage of Kitþ /þ and KitW/
KitW v mice in response to the model cell-wall-antigens zymosan and curdlan is also
investigated. MC-deficient mice exhibited weaker post-infection inflammatory responses both
in histology and clinical manifestation. Footpads were markedly more swollen with a
significantly greater inflammatory reaction in wild type mice and mast cell reconstitution
mice as compared to KitW/KitW v mice. We observed more inflammation and neutrophil
recruitment in wild type mice mast cell reconstitution mice as compared to KitW/KitW v mice
by immunohistochemistry. Inflammation reached peak at 13 days and resolved gradually. On
day 34 days Ss along with the dead tissues move out of the skin in the wild type mouse. MCs
were found at the basis of the skin infection and around the blood vessels in wild type mice.
This preliminary work shows that MCs are crucial for causing inflammation in Ss mediated
fungal attack, which is necessary for antifungal immune response. The difference in ROS
production was statistically significantly higher in wild types for both antigens (Po0.05).Our
work showed that mast cells are not only essential for inducing protective immune response by
modulating neutrophils activation and migration, but also play a direct role in killing of
Sporothrix conidia, which might demonstrate a yet unknown immune strategy against
Sporothrix infection. Our work would provide MC-targeted interventions for the clinics to
help improve the protection from and resolution of fungal infections.
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THE ROLE OF MAST CELLS IN STAPHYLOCOCCAL ENTEROTOXIN B INDUCED ATOPIC
DERMATITIS LIKE DERMATITIS
Zuotao Zhao, Shan Wang, Yuhan Wang, Ping Tu, Lingling Liu
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E-mail: zhaozuotaotao@163.com
Abstract: Atopic Dermatitis (AD) is a highly pruritic, chronic relapsing, inflammatory skin
disease that seriously impairs the quality of a patient’s life. Study focus mainly on gene,
enviroment, Staphylococcal infection, Th2/Th1 imbalance and skin barrier function, how-
ever, the pathogenesis of AD remains unclear. Mast cells are believed to be involved
in the pathogenesis of atopic dermatitis by the inflammation and proinflammatory mediators
secreted from mast cells.To investigate the role of mast cells in staphylococcal enterotoxin B
(SEB) induced AD like dermatitis. AD like dermatitis mice model was build up by coating
SEB on the back of BALB/c mice and both clinical and histopathological analysis are evaluated.
We investigate the role of mast cells (LAD2 cell line) by analyzing histamine, tryptase
and cytokine release after stimulation with SEB by ELISA assay. Our data showed that
SEB can induced AD like dermatitis both clinically and histologically and mast cells are
actived in the inflammation skin. Mast cells recognized and actived with SEB by toll-like
receptor 2, and after treated with SEB, mast cells release histimine and tryptase, which
play a key role in the itching, as well as Th2 pattern cytokine as IL-4, IL-13 and IL-5, TNF-a,
result in the activation and migration of eosinophils, neutrophils, respectively. Our data
show that mast cells play a key role both in initial skin inflammation and itching in SEB
induced AD like dermatitis. Our work will help to better understanding the pathogenic role
of mast cells in AD, meanwhile, will provide novel strategy target on mast cells for the
treatment of AD.
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SKIN BARRIER DYSFUNCTION AND REDUCED CASPASE-14 EXPRESSION IN CHRONIC
HAND ECZEMA PATIENTS
Zuotao Zhao, Ben Wang, Jianyou Chen, Ping Tu, Lingling Liu
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E-mail: zhaozuotaotao@163.com
Abstract: Chronic hand eczema (CHE) is a common pruritic inflammatory skin disease and
shows a significant impairment in quality of life of an individual. Skin barrier dysfunction may
be essential for the development of CHE patients. However, at present related research of the
skin physiology index test data derived from the hand is insufficient. It is found that the
expression of Caspase-14 was reduced in skin biopsies from patients with AD, psoriasis and
contact dermatitis, suggesting a role for this kinase in inflammatory skin conditions, but it is still
unknown its role and correlation with skin barrier function in CHE. To investigate the role of
skin barrier function and analyze correlation between the expression of Caspase-14 and skin
barrier dysfunction in CHE patients, a total of 30 CHE patients and age-matched healthy
volunteers were enrolled in this study. Skin physiology index including pH value, stratum
corneum water content, transepidermal water loss (TEWL) and the change of TEWL (,TEWL)
were measured with worldwide-acknowledged biophysical measuring methods at both hands.
The protein expression of Caspase-14 was investigated by immunohistochemistry (IHC) in CHE
skin. The surface pH value, TEWL and ,TEWL are significantly higher in lesional skin from
CHE patients compared with non-lesional and skin from healthy subjects; whereas, the stratum
corneum water content is significantly lower. In addition, there were no significant difference
between the left and right hand in the above skin physiology index of the same subjects.
Immunohistochemical staining showed that the protein expression of Caspase-14 was
decreased in skin from CHE patients as compared with the skin from normal subjects,
significantly in non-lesional skin. The result of correlation analysis show that both the staining
of Caspase-14 in non-lesional and lesional skin from CHE patients were significantly related to
surface pH value, stratum corneum water content and TWEL. Our results suggesting that barrier
function of CHE was impaired and decreased Caspase-14 expression may contribute to their
skin barrier dysfunction. Our work would provide a potential novel therapeutic alternative
targeted on skin barrier function for the treatment of CME.
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MIR-23A-DEPRESSED AUTOPHAGY IS A PARTICIPANT IN PUVA- AND UVB-INDUCED
PREMATURE SENESCENCE
Jia-an Zhang, Bing-rong Zhou, Ting Zhang, Yang Xu, Xiao-bo Fang, Jin-yin Xu, Di Wu,
Zhi-qiang Yin, Felicia Permatasari, Dan Luo
Department of Dermatology, the First Affiliated Hospital of Nanjing Medical University,
Nanjing 210029, China. E-mail: daniluo2013@njmu.edu.cn
Abstract: Chronic exposure to solar ultraviolet radiation (UV) can induce photoaging.
Autophagy, a highly conserved mechanism of quality control inside cells, is essential for the
maintenance of cellular homeostasis and for the orchestration of an efficient cellular response
to stress. Abnormalities in autophagy were associated with pathologies, including aging.
MicroRNAs (miRNAs) are endogenously expressed small RNA molecules that mediate
posttranscriptional gene silencing and have the capacity to simultaneously regulate tens to
hundreds of target genes. Recently, researchers have described miRNAs that are novel and
potent modulators of autophagic activity. Whether miRNA regulated autophagy is a participant
in the process of photoaging need to be eluciated. This study was aimed to evaluate the role
and the underlying mechanisms of miR-23a in 8-methoxypsoralen plus ultraviolet-A irradiation
(PUVA) and ultraviolet B (UVB)-induced premature senescence. We established two stress-
induced premature senescence models by PUVA or repeated subcytotoxic exposures to UVB
irradiation. Agomir (Ago-23a) or antagomir (Ant-23a) of miR-23a was transfected into
fibroblasts to investigate its effect on photoaging and autophagy. Senescent cells were detected
by cytochemical staining of senescence-associated -galactosidase (SA--gal), while autopha-
gosome formation was assessed by fluorescence microscopy in GFP-LC3-expressing cells. The
senescence-associated protein levels of p16, p21, p53 and autophagy related LC3 and
SQSTM1 were estimated by Western blotting. The G1 phase cell growth arrest was analyzed
by flow cytometry. The mRNA expression of beclin1-regulated autophagy (AMBRA1) and
miRNA expression of miR-23a were determined by qRT-PCR analysis. We confirmed AMBRA1
is a real target of miR-23a by luciferase reporter assay. In this study, we are the first to describe
significantly decreased autophagy levels in 8-methoxypsoralen plus ultraviolet-A irradiation
(PUVA) and UVB-induced premature models and miR-23a as a new autophagy-regulating
miRNA. We showed that the antagomir-mediated inactivation of miR-23a resulted in the
stimulation of PUVA- and repeated UVB-depressed autophagy flux and protected human
fibroblasts from premature senescence. We identified AMBRA1 as a miR-23a target. The
AMBRA1 cellular levels were increased following the introduction of miR-23a antagomirs. We
also showed that the AMBRA1 3’ UTR contained functional miR-23a responsive sequences.
More importantly, Rapamycin or AMBRA1 overexpression rescued fibroblasts from PUVA and
UVB radiation-induced autophagy inhibition, but its effects can be mitigated by miR-23a
overexpression. Therefore miR-23a-regulated autophagy is a novel and important regulator of
ultraviolet-induced premature senescence, and AMBRA1 is a rate-limiting miRNA target in this
effect.
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THE PROTECTIVE EFFECT OF BAICALIN AGAINST UVB IRRADIATION INDUCED
PHOTOAGING: AN IN VITRO AND IN VIVO STUDY
Jia-an Zhang, Zhi Yin, Li-wen Ma, Yan-yan Hu, Yang Xu, Di Wu, Zhi-qiang Yin,
Felicia Permatasari, Dan Luo, Bing-rong Zhou
Department of Dermatology, the First Affiliated Hospital of Nanjing Medical University,
Nanjing 210029, China. E-mail: jazhang618@126.com
Abstract: Skin aging involves intrinsic and extrinsic processes. Environmental factors, primarily
ultraviolet (UV) light, cause extrinsic skin aging. Although there are various etiologies of skin
photoaging, common points include less dermal type I and III collagen expression. The
predominant form of collagen in dermis is type I, followed by small amounts of type III. Type I
collagen is characterized by thick fiber that confer stiffness and resistance to perform a crucial
function in maintaining the structure of dermis. Whereas collagen type III is characterized by thin
fiber that present the resiliency of skin. Collagen fibers arrange parallel to skin surface and are
responsible for the high tensile strength and resiliency of skin. The degradation of type I and III
fibrillar collagens is initiated by matrix metalloproteinases-1 (MMP-1) and MMP-3 respectively,
which belongs to the matrix metalloproteinases (MMPs), a large family of zinc-dependent endo-
proteases with a broad range of substrate specificities and the capacity of degrading all extracellular
matrix proteins. Fibroblasts regulate production and degradation of the extracellular matrix and
make multiple cytokines and glycoproteins. Fibroblasts exposed to UV reduce collagen by both
promoting its degradation and interfering with its production. Other studies have reported early
senescent changes that were confirmed by measuring b-galactosidase activity, p53, p21 and p16
expressions were detected when human fibroblasts were exposed properly to UVB. In previous
reports, fibroblasts could be photoaged by UVB in vitro and in vivo and these experimental models
were proven to be applicable in various skin-aging studies. Baicalin is the predominant flavonoid
isolated from the roots of Scutellaria lateriflora Georgi (Huang Qin). It has been reported that this
compound exhibits many different pharmacological activities. Baicalin has displayed beneficial
effects on several diseases model such as hypoxia/reoxygenation caused cardiomyocytes injury,
hepatic cytotoxicity, iron-overloaded mouse, rheumatoid arthritis and so on. Furthermore, recent
studies have confirmed the photoprotective effect of baicalin against acute and multiple UVB-
induced photodamage, and this effect is thought to be associated with reduction of oxidative stress.
However, whether baicalin can protect human dermal fibroblasts form UVB irradiation induced
premature senescence remains to be clarified. This study was aimed to evaluate the anti-photoaging
effects of baicalin on Ultraviolet B (UVB)-induced photoaging in the dorsal skin of hairless mice and
premature senescence in human dermal fibroblasts.We established in vivo and in vitro photoaging
models by repeated exposures to UVB irradiation. By HE staining, masson staining, immunohis-
tostaing and real-time RT-PCR, we analyzed epidermal thickness, collagen expression and the
mRNA and protein levels of type I collagen, type III collagen, interstitial collagenase (MMP-1 and
MMP-3) in UVB exposed dorsal mice skin. The aging condition in human dermal fibroblasts was
determined by senescence-associated b-galactosidase (SA-b-gal) staining. Cell viability was
determined using the Cell Counting Kit-8 (CCK-8). The G1 phase cell growth arrest was analyzed
by flow cytometry. The senescence-related protein levels of p16INK4a, p21WAF1, and p53 and
protein levels of phosphorylated histone H2AX were estimated by Western blotting. Topically
application of baicalin treatment reduced UVB-induced epidermal thickening of mouse skin and
also result in an increase in the production of collagen I and III, and a decrease in the expression of
MMP-1 and MMP-3. Compared with the UVB-irradiated group, we found that the irradiated
fibroblasts additionally treated with baicalin demonstrated a decrease in the expression of SA-b-gal,
a increase in the cell viability, a decrease in the G1 phase cell proportion, a downregulation in the
level of senescence-associated and g-H2AX proteins. However, baicalin had no effection on the
long term proliferation in the UVB-SIPS fibroblasts and mad no difference in the fibroblasts that
reach replicative senescence without UV irradiation. Taken together, these results suggest that
baicalin significantly antagonizes photoaging induced by UVB in vivo and in vitro, indicating the
potential of baicalin application for anti-photoaging treatment.
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THE METHYLATION OF THE PROMOTER OF HHV-8 ORF50 IN KAPOSI’S SARCOMA,
Cao-Ying Wu,1 Xiu-Juan Wu, 1 Xiao-Jing Kang,1 Yun-Min Zou,1 Xiong-Ming Pu,1,2,*
1Department of Dermatology, People’s Hospital of Xinjiang, Uygur Autonomous Region,
Urumqi, Xinjiang, China; 2Department of Dermatology and Venereology, Anhui Medical
University, Hefei, Anhui, China. *Correspondence: Department of Dermatology, People’s
Hospital of Xinjiang, Uygur Autonomous Region, 91 Tianchi Road, Urumqi, Xinjiang 830001,
PR China. E-mail: puxiongming@126.com
Abstract: ORF50 was an important gene in the life cycle of human herpesvirus 8(HHV-8), but
how about the methylation status of ORF50 in Kaposi’s sarcoma (KS) in Xinjiang were not be
analyzed. To detect the expression and the methylation status of ORF50 of HHV-8 in Kaposi’s
sarcoma, and to explore the correlation and significance between the methylation and
expression of HHV-8 ORF50 gene and Kaposi’ s sarcoma. Extract genomic DNA from the
paraffin-embedded tissues, the expression of HHV-8 ORF50 gene was detected by immuno-
histochemistry. The genomic DNA was modified by the EZ DNA MethylationTM Kit. The
methylation status of HHV-8 ORF50 gene of 55 cases of Kaposi’s sarcoma and 12 cases of
control group were detected by the methylation specific PCR (MSP). All the results were
analyzed by the software of SPSS 17.0.Here, the methylation rate of ORF50 promoter was
34.5% (19/55) in KS and zero in control group (Po0.05). The expression of ORF50 was 29%
(16/55) in KS and 16.7% (2/12) in control group (P40.05). The methylation rate of ORF50
promoter was 37.8% (14/37) in the Classic Kaposi’s sarcoma and 27.8%(5/18) in the AIDS-
associated Kaposi’s sarcoma (P40.05). The expression rate of ORF50 gene was 29% (16/55) in
Kaposi’s sarcoma and 16.6% (2/12) in control group (P40.05). Tthe expression rate of ORF50
gene was 27.0% (10/37) in Classic Kaposi’s sarcoma and 33.3% (6/18) in AIDS-associated
Kaposi’s sarcoma has no difference (P40.05). The demethylation and expression of HHV-8
ORF50 primer gene may play an important role in Kaposi’s sarcoma. HIV infection had no
significant effect to HHV-8 ORF50 gene methylation and expression.
ABSTRACTS
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THE VALUE OF HUMAN HERPESVIRUS 8 LOADS IN THE PATHOGENESIS OF KAPOSI’S
SARCOMA
Jian Guo, Junqin Liang, Dezhi Zhang, Xiongming Pu*
Department of Dermatology, People’s Hospital of Xinjiang Uygur Autonomous Region,
Urumqi, Xinjiang, China. *Correspondence: Xiong-ming Pu, Department of Dermatology,
People’s Hospital of Xinjiang Uygur Autonomous Region, 91 Tianchi Road, Urumqi, Xinjiang
830001, PR China. E-mail: puxiongming@126.com
Abstract: The pathogenesis of different skin lesions in Kaposi’s sarcoma (KS) has always been
the main research direction of scholars in recent years. Human herpesvirus 8 (HHV-8) is
thought to be essential for the development of all forms of KS. Thus, we speculate that different
HHV-8 viral loads may lead to different KS lesions. To analyze the value of the load levels of
human herpesvirus 8 (HHV-8) in the pathogenesis of Kaposi’s sarcoma (KS), Division KS
paraffin specimens nodules of 20 patients and squamous cell carcinoma (SCC) 20 cases were
extracted genomic DNA for HHV-8 open reading frame (ORF) 26 PCR amplification and using
the real-time fluorescent quantitative PCR method to detect the viral load in KS and SCC. HHV-
8 ORF26 objective fragment was successfully prepared, and to obtain a stable recombinant
plasmid, to maintain the specificity and sequence integrity of the target fragment, a good
standard curve parameters, a good linear relationship ORF26 standard CT value and its
corresponding gradient dilution standard concentration, The amplification efficiency of 90.3.
Successful detection of KS and SCC in viral load, KS of HHV-8 positive rate of 100%, SCC of
HHV-8 positive rate of 30%, the two sets of positive rate corrected X2 test, X2¼ 21.538,
Po0.001. Although there are very significant differences detected in KS and SCC was no
significant difference in the viral load (P40.05). Analysis of KS clinical phenotype of viral load
comparison (F¼ 1.399, P¼0.274) was not statistically significant, pairwise comparisons was
no significant difference (P40.05). There were no obvious relationships between the onset
of KS and HHV-8 viral load. The occurrence of KS wasn’t depended on proliferation rate of
HHV-8.
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A CASE OF FOLLICULOSEBACEOUS CYSTIC HAMARTOMA
Guo Fuyun, Zhang Xiaoyan
China-Japan Friendship Hospital, Beijing 100029, China
Abstract: A 27-year old male presented with skin-colored nodule on thenasal dorsumfor more
than 4 years. Clinical examination showed a skin-colored nodule about 0.4x0.5cm on thenasal
dorsum, smooth surface.Histopathologic examination showed a malformed hair follicle,the
upper part was a dilated infundibulum and the lower part was hyperplastic sebaceous
gland,and the collagen around it was sclerotized. In the pathology of the disease is sometimes
difficult to identify with trichofolliculoma; FSCH is generally not connected with the epidermis,
and hyperplastic sebaceous gland, and the collagen around it was sclerotized.About
trichofolliculoma, intradermal hair follicles were cystic expansion, and the capsule can be
seen double refraction and strong hair dry or keratin debris.
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ASSOCIATION BETWEEN IMMUNE DYSFUNCTION IN SYSTEMIC LUPUS
ERYTHEMATOSUS PATIENT AND EPSTEIN-BARR VIRUS
Yan Ding, Huilan Yang, Wang Liao, Wei Xiang
Department of Dermatology, General Hospital of Guangzhou Military Command, Guangzhou
510010, China. E-mail: annymilk@126.com
Abstract: To discuss the role of Epstein-Barr Virus(EBV)in the pathgenesis of Systemic Lupus
Erythematosus (SLE) through investigating relationship between immune dysfunction in SLE
patient and EBV. Peripheral blood PBMCs of 10 patients with active SLE(SLEDAI scoreZ5) and
10 patients with inactive SLE(SLEDAI scoreo5) respectively,10 healthy control subjects were
isolated by Lymphocyte separation medium. DNA and RNA of PBMC were extracted, and
RNA concentration was measured by a spectrophotometer UV-purity. Real-time fluorescence
quantitative PCR(FQ-PCR) was applied to detect the copies of EBV DNA in PBMC, Quantitative
RT-PCR was applied to detect expression of EBV genes of EBNA1, EBNA2, LMP1, LMP2.(1)
Compared with the normal control group (40.1±11.6 copies), a significant increase of EBV
viral load was observed in SLE patients (658.6±183.6 copies) (Po0.05). The EBV viral load in
the active SLE group (785.2±179.2 copies) were significantly higher than those in the
nonactive SLE group (586±193.1 copies (Po0.05).(2)There is no correlation between EBV
viral load and SLEDAI(The correlation coefficient was 0.03).(3) LMP1 was detectable in 50% of
patients and and 10% of controls (Po0.05), LMP2 was detected in 20% of patients and and
10% of controls, EBNA1 was detected in in 65% of patients and and 30% of controls,but there
are no difference between them. The results demonstrate that there are significant increase of
EBV viral load and aberrant expression of EBV genes in SLE patients and suggest that immune
dysfunction in SLE patients may be the reason of aberrant expression of EBV genes.
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USING FLUORESCENT PROBE FM4-64 TO OBSERVE THE POLAR GROWTH OF THE
HUMAN PATHOGENIC FUNGUS TRICHOSPORON ASAHII
Yuntong Lv, Wenling Wang, Rongya Yang
Dermatology Department, The military command hospital Of Beijing PLA, Beijing 100010.
E-mail: yangrya@sina.com
Abstract: Trichosporon asahii (T. asahii) is the most important clinical pathogenic species in the
genus Trichosporon; it can invade the skin and the viscera in a granulocytopenic host, or a host
with malignant tumor. In filamentous fungi, hyphal growth is strongly polarised to the tip and is
mediated by the spitzenko¨rper, which acts as a supply centre to concentrate the delivery of
secretory vesicles to the tip.The spitzenko¨rper is a dynamic structure present at the tips of
hyphal cells with a single highly polarized growth site. It is closely connected with cell
morphogenesis and polar growth, and is only present at actively growing sites. In the budding
yeast Saccharomyces cerevisiae, polarised growth is mediated by the polarisome, a surface cap
of proteins that nucleates the formation of actin cables delivering secretory vesicles to the
growing tip. As is well known, arthrofilamentes and arthroconidia are major structures of
T. asahii. Some uncommon structures of T. asahii such as giant cell, sarcinate, and club-shaped
macroconidia, were presented.However, the data about spitzenko¨rper of T.asahii has not be
reported. Morphogenesis of such highly polarized cells is complex, and requires the
coordinated action of multiple protein complexes.Internalization,where occurring, was
reversibly disrupted by lowering the temperature of the assay or by treatment with azide/
fluoride and latrunculin A. Treatment with cytochalasin D also caused abnormal vesicle
trafficking, although some staining of vesicles was noted.Uptake of FM4–64 into single-cell
developmental stages and growing hyphae to illustrate the characteristics of FM4–64
internalization. Treatment of T. asahii with the actin polymerization inhibitor cytochalasin
D,which was dissolved in methanol and added to cultures at a final concentration of 0.2mM,
0.5mM,1mM,2mM,5mM. Mounted slides were photographed under the fluorescence micro-
scope.The perfromance of the staining characteristics is different,which apply with fluorescent
probe FM4–64, FM4–64 was found able to imaging the apical vesicle cluster which named
spitzenko¨rper within arthrofilamentes,arthroconidia, conidia, blastospores, club-shaped macro-
conidia and growing hyphal tips. Treatment of T. asahii with the actin polymerization inhibitor
cytochalasin D, At a higher dose of cytochalasin D, hyphal growth was completely blocked.
we cannot imaged the FM4–64 stained apical vesicle cluster within the spitzenko¨rper of T.
asahii.T.asahii has some distinct characteristics from other fungi during polar growing.
Spitzenko¨rper play an important role in the polar growth pattern of the hyphal and other
important structure of T. asahii. These data about spitzenko¨rper of T.asahii is the first report.
The detailed mechanism of polar growth of T.asahii need further investigated.
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EARLY TRANSCRIPTIONAL RESPONSES TO TRICHOSPORON ASAHII INFECTION BY A
MONOCYTE-LIKE THP-1 CELL LINE
Lin Cong, Yong Liao, Xue Lian Lu, Zhikuan Xia, Hai Tao Li, Rong, Ya Yang*
Department of Dermatology, General Hospital of Beijing Military Command, Beijing 100700,
China Correspondence: E-mail: yangrongya1958@sina.com
Abstract: Trichosporon asahii is the major cause of invasive trichosporonosis, but little is
known about the host immune response to this pathogen. In this study, the early transcriptional
response of monocyte-like THP-1 cells to T. asahii infection was evaluated using cDNA
microarray and 1315 differentially expressed genes were identified. Genes encoding a number
of pro-inflammatory cytokines and chemokines were strongly up-regulated by T. asahii
infection, such as TNF-a, IL-1b, IL18, IL23A, IL8, CCL2, CCL3, CXCL1 and CXCL2. Genes
encoding pattern recognition receptors were found up-regulated, such as DC-SIGN, CD36 and
the long pentraxin Several genes involved in the adaptive immune response were also up-
regulated, such as those encoding lysosomal enzymes and costimulatory molecule. Among
signal transduction molecules, the genes encoding members of the NF-kB transcription factor
family and JUN/AP-1 were up-regulated. Some genes encoding proteins involved in negative
feedback mechanism were up-regulated, such as dual-specificity phosphatases family. Both
pro-apoptotic and anti-apoptotic genes were among the up-regulated and down-regulated
genes. Additionally, genes encoding proteins associated with cell cycle, mitosis, cell division
and DNA repair were down-regulated. Thus, our study defines the early transcriptional
response of monocyte-like THP-1 cells in response to T. asahii and provides a foundation for
further investigations into the pathogenesis of T. asahii infection.
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GENOME-WIDE ASSOCIATION ANALYSIS IDENTIFIES ONE GENE AS A PEMPHIGUS
VULGARIS-SUSCEPTIBILITY GENE
Alireza Haghighi1,2,10, Marjan Saeedi3,10, Xiao-Guang Zhang4,5,6,7,10, Chun-Jun Yang4,6,7,10,
Jin-Hua Zhao4,6,7, Xu-Hui Fu4,6,7, Bing Li4,6,7, Bo Wu4,6,7, Tao Wang4,6,7, Zheng-Wei Zhu4,6,7,
Zai-Xing Wang4,6,7, Hui Cheng4,6,7, Xian-Bo Zuo4,6,7, Wei Su5,6, Fu-Sheng Zhou4,6,7,
Xiao-Dong Zheng4,6,7, Hai-Yu Xue5,6, Sheng-An Chen5,6, Bo Liang4,6,7, Gang Chen4,6,7,
Amirreza Haghighi8, Yu-Jun Sheng4,6,7, Jin-Ping Gao4,6,7, Chang-E Zhang4,6,7,
Long-Nian Li4,6,7, Wen-Jun Wang4,6,7, Mahsa Amoli9, Reza-Mahmoud Robati3, Yong Cui4,6,7,
Feng-Li Xiao4,6,7, Liang-Dan Sun4,6,7, Sen Yang4,6,7, Dong-Qing Ye6,7,*, Xiao-Qun Luo5,6*,
Xue-Jun Zhang4,5,6,7,*
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of Medical Sciences, Tehran, Iran; 10These authors contribute equally to this manuscript.
Abstract: To identify possible additional genetic susceptibility loci for pemphigus vulgaris (PV,
OMIM:169610), we performed a genome-wide association study (GWAS) in 96 PV patients
and 1,095 healthy control individuals, followed by a replication analysis of significantly
associated SNPs using 508 cases and 2,421 healthy controls. These cases and controls
were from Iranian and Han Chinese populations. The initial GWAS study identified two single
nucleotide polymorphism (SNP)s with significant PV-association in Han Chinese population
(p¼ 9.901011, OR¼ 5.24) within the major histocompatibility complex (MHC). In the
replication stage, we tested the suggestively promising associations in the two populations. The
combined analysis identified a missense variant within one gene (pcombined-Iranian¼ 4.00 10-11,
OR¼11.19; pcombined-Chinese¼ 4.18 10-5, OR¼ 5.68) as a significant susceptibility locus. The
results confirmed previously reported PV association of the MHC region. We also analyzed the
SNPs identified in previous GWAS study of PV and confirmed the association of one SNP
(pcombined¼ 1.53 10-2, OR¼ 0.67) at 3p22.3 in the Han Chinese population. In conclusion,
our study confirmed that PV is associated with the MHC region. These findings contribute to
better understanding of the pathogenetics of PV.
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A COMMON VARIANT IN TSLP GENE IS ASSOCIATED WITH ATOPIC DERMATITIS
CLINICAL SUBPHENOTYPE IN THE HAN CHINESE POPULATION
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of National Science and Technology, Hefei, Anhui, China; *Correspondence: Dr. Feng-li Xiao.
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Abstract: According to the previous studies, atopic dermatisis(AD) may share some common genetic
hererogeneity with other atopic diseases. Recently Genome-wide association studies (GWAS) have
identified many loci associated with athsma, allergic rhinitis and other allergic diseases. But whether
these susceptibility loci are associated with AD remains unclear so far. To determine whether the
previously reported susceptibility loci of AD, athsma, and allergic sensitization in other ethnic groups
are also risk factors for AD or AD clinical phenotype in the Han Chinese population, we carried out a
genotyping of eleven previously reported single nucleotide polymorphisms (SNPs) in a cohort of 3,013
AD cases and 5,483 healthy controls using the Sequenom iPlex platform. Ten SNPs passed the quality
control test. The associations were analyzed with using the entire cohort and AD cases with different
clinical features through chi-square test. Conservatively accounting for multiple testing by the
Bonferroni correction, the threshold for statistical significance was Po5.0 103 (0.05/10). Although
no overall association of these SNPs with AD was identified. The analysis of the clinical phenotype of
AD revealed that the loci rs1837253 in TSLP gene was associated with the disease severity (P¼ 0.013,
OR¼ 1.15), AD with allergic rhinitis (P¼ 0.035,OR¼ 0.89), and AD with palmar hyperlinearity
(P¼0.0026,OR¼ 0.81). The rs18372532 CC genotype distribution in AD with and without palmar
hyperlinearity reached statistically significant (PCC¼2.92E-04, OR¼ 0.56).A common variant in the
TSLP locus is associated with severity AD, AD with allergic rhinitis and AD with palmar hyperlinearity
in the Han Chinese population. Replication of the published GWAS findings of allergic sensitization in
other ethnic groups provides important information of the genetic etiology of AD in Han Chinese.
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FINE-MAPPING OF VITILIGO SUSCEPTIBILITY LOCI IN A REGION OF CHROMOSOME
11Q23.3
Weiyi Yao, Bing Li, Shu Li, Xuhui Fu, Xiaoqing Du, Yan Chen, Bo Wu, Li Wang, Li Meng, Jing
Gao, Jingwen Wang, Jinhua Zhao, Wenying Zhan, Zhengwei Zhu, Huayang Tang, Sen Yang,
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University, China. E-mail: ayzxj@vip.sina.com
Abstract: Vitiligo is a kind of complex skin disease resulting from the interaction of multiple
factors such as heredity, immune and environment. We found a major vitiligo susceptibility
locus 11q23.3 in the Han Chinese population by genome-wide genotyping (rs638893, P¼ 1.40
 10 3) and replication genotyping (rs638893, P¼ 2.47 10 9), which spans about
190 kb.We aim to search for the true susceptibility genes of 11q23.3 in the Chinese Han
population. The DNA sample of 2,924 cases and 4,048 healthy controls were studied through
the genotyping method. The patterns of linkage disequilibrium of the positive SNPs are inquired
in HapMap 3(CHBþ JPT) database. Regression analysis is performed to identify the true
susceptibility genes. We find three relatively independent correlation signals as follows:
rs613791 and rs523604 located in CXCR5, rs638893 located in an intergenic region between
DDX6 and CXCR5.This study strongly supports CXCR5 and DDX6 as two susceptibility genes
for vitiligo in the Han Chinese population.
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ASSOCIATION STUDY OF SUSCEPTIBILITY LOCI TMEM39A WITH SLE IN HAN
CHINESE POPULATIONS
Wenying Zhan, Bo Wu, Xuhui Fu, Yan Chen, Li Meng, Yang Li, Huayang Tang, Chunjun Yang,
Hui Li,Change Zhang, Sen Yang, Xuejun Zhang, Jianjun Liu
Key Laboratory of dermatology (Anhui Medical University), Ministry of education, China; and
Institute of Dermatology and Department of Dermatology at NO.1 Hospital, Anhui Medical
University, China. E-mail: ayzxj@vip.sina.com
Abstract: Systemic lupus erythematosus (SLE) is a prototype autoimmune disease with a broad
spectrum of clinical manifestations influenced by genetic, ethnic and environmental factors. A
genetic variant rs1132200 at TMEM39A was revealed to be associated with SLE. In present
study, we aimed to investigate whether this single-nucleotide polymorphism (SNP) is associated
with SLE in a Han Chinese population, and further to evaluate its relationship with sub-
phenotypes of SLE. Genotyping for this SNP in 2,208 controls and 2,208 cases of SLE was
implemented through the Sequenom MassArray. Firstly, case-only analyses were performed
(e.g. anti-RNP (þ ) versus anti-RNP ( )) to identify these specific SNPs were associated with
which subphenotypes. Secondly, subphenotype-control analyses were performed (e.g. anti-
RNP (þ ) or anti-RNP ( ) versus health controls) to examine the risk conferred by these SNPs
on different subtypes of SLE. We correlated total number of ACR criteria, vasculitis and age at
diagnosis of SLE with the presence of risk alleles. We used SPSS 20 software to estimate odd
ratios (ORs), P values and 95% confidence interval (CI), and it was considered to be statistically
significant when P values below 0.05. Finally, we established a significant association at
TMEM39A (rs1132200, P¼ 0.009, OR¼ 0.81, 95%CI¼ 0.69–0.95). And it was shown that
TMEM39A was associated with anti-RNP (OR¼ 1.34, P¼0.04). Our analysis suggested that
TMEM39A plays important roles in the development of SLE and contribute to the hetero-
geneous phenotypes of SLE.
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RUNX3 GENE POLYMORPHISM IS ASSOCIATED WITH SYSTEMIC LUPUS
ERYTHEMATOSUS IN HAN CHINESE POPULATION
Jinhua Zhao1,2,Xiaoyun Jiang1,2, Xuhui Fu1,2, Li Meng1,2, Bo Wu1,2, Bing Li1,2, Xiaoguang
Zhang1,2, Yujun Sheng1,2,Hui Cheng1,2,Min Gao1,2,Sen Yang1,2, XueJun Zhang1,2
1Institute of Dermatology and Department of Dermatology, No.1 Hospital, Anhui Medical
University, Hefei, Anhui, China; 2Key Laboratory of Dermatology, Anhui Medical University,
Ministry of Education, China, Hefei, Anhui, China. E-mail: ayzxj@vip.sina.com
Abstract: Systemic lupus erythematosus (SLE) is a genetic skin disorder. To date, over 40
susceptibility loci has been identified associated with SLE. However, these loci collectively
explain a small proportion of the genetic variation in SLE and the missing heritability is
evident. RUNX3 has already been reported to be associated with some autoimmune diseases.
We aimed to investigate the role of RUNX3 gene variability in SLE susceptibility and
disease phenotype in Han Chinese population. Three single nucleotide polymorphisms within
RUNX3 (rs7536201, rs4649038, rs11249215) were genotyped in 2,208 cases and 2,208
controls using the Sequenom Massarray system. We found that allele T frequency distri-
bution of SNP rs4649038 was more common in cases than in controls (P¼ 0.029, OR¼ 1.10,
95% CI: 1.01–1.20). And significant associations were found between rs7536201 and
ANA(P¼0.011, OR¼1.57, 95% CI: 1.11–2.22), malar rash (P¼ 0.036, OR¼ 0.80, 95%
CI:0.64–0.99); between rs4649038 and malar rash(P¼ 0.003, OR¼ 1.22, 95% CI:1.07–1.39),
discoid rash (P¼ 0.008, OR¼ 0.77, 95% CI:0.64–0.93) and neurologic disorder(P¼0.035,
OR¼ 1.19, 95% CI:1.01–1.40); between rs11249215 with malar rash(P¼ 0.032, OR¼ 1.15,
95% CI:1.01–1.31), discoid rash (P¼ 0.007, OR¼ 0.77, 95% CI:0.63–0.93). This study
identified variants inRUNX3 as susceptibility factors for SLE and it might not only play
important roles in the development of disease, but also contribute to the complex phenotypes
of disorder.
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CORRECTION OF HAIR SHAFT DEFECTS THROUGH SHRNA-MEDIATED SILENCING
OF A DOMINANT MUTANT FORM OF KRT75
Y. Liu1,2,3, L. Zhang1, D. Roop2, C. Qin1, J. Chen1,2,3
1Department of Pathology, Institute of Laboratory Animal Science, Beijing, China; 2Department
of Dermatology and Gates Center for Regenerative Medicine and Stem Cell Biology, University
of Colorado Anschutz Medical Campus, Aurora, CO, USA; 3Departments of Pathology and
Dermatology, Stony Brook University, Stony Brook, NY, USA.
Abstract: Dominant mutations in keratin genes cause a number of inheritable disorders,
characterized by intraepidermal blistering, hyperkeratosis, thickening of the nail plate, and
defects in hair shaft structure.Allele-specific silencing of mutant keratins have been shown to be
an effective therapeutic approach for suppressing the epidermal phenotypes, yet, the correction
of the nail and hair phenotypes remains unexplored.In this study, we examined whether hair
shaft phenotypes associated with keratin mutations can be corrected through RNA interference
in vivo.The mouse model we used is a Krt75 ‘‘knock-in’’ mouse model, in which a ‘‘hot-spot’’
mutation frequently found in the KRT6A (N159del) gene of pachyonychia congenita patients
was introduced to the corresponding codon in Krt75 (N171del). The medulla of affected hair
shafts in this mouse model showed abnormal pigment deposition and focal swelling, leading to
hair shaft fracture. In this study, we engineered 19 siRNAs specific for the mutant Krt75.Two
siRNA oligos were able to selectively suppress the expression of the mutant Krt75 as
determined by transient transfection and quantitative RT-PCR. Specifically, the most effective
and specific siRNA was able to suppress the expression of mutant Krt75 by 79.3%± 4.1% at
15 nM; whereas this siRNA only affected the expression of wild-type Krt75 by 17.6%± 7.5%.
Subsequently, shRNAs were cloned into lentiviral vectors, and used to infect the epidermal
keratinocyte stem cells isolated from homozygous newborn mutant Krt75 mice. Lentiviral
vectors were able to infect up to 100% mutant keratinocytes without noticeable toxicity.In-
fected keratinocyte stem cells were used to reconstitute hair follicles in vivo by grafting. Hairs
formed in shRNA and control (scrambled shRNA) treated groups. We found that the mutant-
specific shRNA was able to suppress the hair shaft defects associated with the mutant Krt75
mice. Specifically, control shRNA treated grafts contained 78.6%± 3.9% abnormal hair shafts,
whereas mutant-specific shRNA treatment grafts contained only 34.6%± 7.6% abnormal hair
shaft. This phenotypic correction was confirmed by the scanning electron microscopy. In
addition, this phenotypic correction was associated with significant reduction of the expression
of the mutant Krt75 mRNA in the skin grafts. Furthermore, we confirmed that this phenotypic
correction persisted after a number of hair cycles. In conclusion, this study demonstrated that it
is feasible to use a genetic approach to permanently correct structural abnormalities of skin
appendages, such as that in the hair.
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TREATMENT OF BRAF MUTATED ADVANCED CUTANEOUS MELANOMA
wen-Jen Whu, You Yan, Vananh Trinh
Department of Dermatology, Third Affiliated Hospital, Harbin Medical University
Abstract: Over the past decades, the incidence of melanoma has been dramatically increasing
all over the world. Metastatic melanoma is almost invariably incurable with the median
survival time of less than1 year and a 3-year survival rate of only 10 – 15% ( Balch CM,J Clin
Oncol 2009;27:6199-206.).Traditional chemotherapy, immunotherapy and targeted agent
therapy for advanced melanoma have been largely ineffective.However,A decade ago,
melanoma tumors were found to harbor driver mutations in various components of the
mitogen-activated protein kinase (MAPK) signaling pathway, an important signaling cascade
regulating cell growth, differentiation and survival. Mutation in the BRAF gene is the most
common event, occurring in about 50% of melanomas. This molecular insight has propelled
drug development for advanced melanoma into the realm of genomic medicine. This chapter
will focus on the targeted therapies that have been approved by regulatory agencies or are
being developed to treat BRAF mutated advanced cutaneous melanoma.
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INCREASED APOPTOSIS AND ABERRANT APOPTOSIS SIGNALING PATHWAYS OF
CD4þCD25þFOXP3þ REGULATORY T CELLS IN PATIENTS WITH SYSTEMIC LUPUS
ERYTHEMATOSUS
Na Luo1, Mingfang Li1, Di Yang2, Zhiqing Song2, Di Zhou1, Bing Ni2, Yuzhang Wu2 and Fei
Hao1
1Department of Dermatology, Southwest Hospital, PLA, Third Military Medical University,
Chongqing 400038, China; 2Institute of Immunology, PLA, Third Military Medical University,
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Abstract: Systemic Lupus Erythematosus (SLE) is a prototype of autoimmune disease. Decreased
cell numbers and suppressive defects of naturally occurring CD4þCD25þFOXP3
þ regulatory
T cells (Tregs) play an important role in the breakdown of SLE immunetolenrance. We
previously observed significantly increased apoptosis of peripheral blood CD4þ T cells in SLE
patients. Our objective here was to detect the apoptosis of Tregs in SLE patients to see if it could
contribute to reduced suppressive activity of Tregs, and further elucidate the genes and
signaling pathways which trigger the apoptosis in these cells. The apoptosis of Tregs was
evaluated in SLE patients and normal controls (NCs) by FACS. The suppressive activity of Tregs
was measured by coculture with CD4þCD25CD127dim/ T cells. The relationship of
abnormal Tregs apoptosis with clinical parameters was analyzed by Pearson correlation
analysis. Gene expression profiles of unstimulated Tregs from active SLE patients and NCs were
generated by microarray analysis. Differential genes expressions were verified by real time-
PCR. We found that the Tregs from SLE patients showed a significant elevation in apoptosis and
reduction in suppressive capacity compared to NCs. The increased apoptosis of Tregs was
negatively correlated with the total number of Tregs and positively correlated with disease
activities. Gene expression profiles of unstimulated Tregs from recent-onset SLE subjects reveal
a cellular response that could make the cells sensitive to apoptosis, partially due to the stress
responses and cytokine stimulation. This global picture of pathway-specific expression
signatures is a step further into dissecting Tregs defects in the pathogenesis of SLE.
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HIGH EXPRESSION OF PD-L1 AND PD-L2 IN CUTANEOUS SQUAMOUS CELL
CARCINOMA MAY CONTRIBUTE TO TUMOR CELLS IMMUNE ESCAPE THROUGH
SUPPRESSING TUMOR INFILTRATING LANGERHANS CELL MATURATION
Qingqing Jiao,1 Ziliang Yang,1 Wei Li,3 Zuotao Zhao4,Qiang Ding,1 Miaomiao Wang,1
Min Li,1 Tingting Zhu,1 Qihong Qian1and Xueguang Zhang2
1Department of Dermatology, The First Affiliated Hospital of Soochow University, Suzhou City,
Jiangsu Province, China; 2Clinical Immunology Laboratory, First Affiliated Hospital, Soochow
University, Suzhou City, Suzhou Province, China; 3Department of Dermatology, Soochow
University Affiliated Children’s Hospital, Suzhou City, Jiangsu Province, China; 4Department of
Dermatology, First Hospital, Peking University, Beijing, China. E-mail: jqq198408@gmail.com
Abstract: The immune system in patients with cutaneous squamous cell carcinoma (CSCC)
often fails to control tumour growth because of deficient immunogenicity of tumour cells.
Langerhans cells (LCs) are proposed to have a role in the tolerance and resolution of cutaneous
immune responses. The Programmed Death-1 (PD-1) receptor ligands, PD-L1 and PD-L2, are
costimulatory molecules that contributes to the negative regulation of T-lymphocyte activation
and peripheral tolerance. However, it is unclear whether PD-L1 or PD-L2 is involved in the
LCs-mediated tumor cells immune escape of CSCC. To analyze PD-L1 and PD-L2 expression
and LCs infiltration in tumor tissue of CSCC patients, this study investigated its clinical
significance and its role in tumor cells immune escape. The immunohistochemical analysis was
used to evaluate the expression of PD-L1 and PD-L2 in 61 CSCC tissues. Associations between
expressed PD-L1 or PD-L2 and tumor histological types, degree of differentiation, and lymph
node metastasis were calculated. Meanwhile, immunohistochemistry and immunofluoresence
double labeling technique were performed to detect the expressions of PD-L1, PD-L2, CD1a,
and CD83 on TILCs of 10 CSCC tissues, and the expression of PD-L1 or PD-L2 in CD1aþLCs
and CD83þLCs and their significances were also explored. We found that the expression rate
of PD-L1 and PD-L2 in CSCC were associated with degree of differentiation. Patients with well
differentiation of CSCC showed higher expression rate of PD-L1 and PD-L2. Furthermore,
expression of PD-L1 and PD-L2 on CD1aþLCs is higher than that on CD83þLCs in tumor
tissue of CSCC patients. This study indicated that PD-L1 and PD-L2 may be key anti-tumor
immunocyte in tumor microenvironment, LCs expressing PD-L1 and PD-L2 itself might play an
important role in keeping its immature status and contributing to tumor cells immune escape
and disease progression.
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ICARITIN ENHANCES REGULATORY T CELL SUPPRESSIVE FUNCTION AND
AMELIORATES THE PROGRESSION OF LUPUS NEPHRITIS IN MRL/LPR MICE
Jieyue Liao, Yu Liu, Ming Zhao, Qianjin Lu*
Department of Dermatology, Second Xiangya Hospital, Central South University, Hunan Key Laboratory
of Medical Epigenetics, Changsha, Hunan 410011, PR China. E-mail: qianlu5860@gmail.com
Abstract: Systemic lupus erythematosus (SLE) is a female predominant autoimmune disease
characterized by overproduction of autoantibodies. The pathogenic mechanisms for SLE develop-
ment remain unclear. The current treatment in SLE includes anti-malaria agents, non-steroidal anti
inflammatory drugs (NSAIDS), corticosteroids and other immunosuppressive agents (Cyclopho-
sphamide, Methotrexate, Mycophenolic acid). The importance of the development of new
pharmaceutical treatment options is the prevention of complications resulting from the current
treatment and better therapeutic results. Icaritin (ICT) is an active ingredient extracted from Chinese
herbals Epimedium genus. It has been used as an aphrodisiac, tonic and antirheumatic in China.
Recent studies have shown that ICT has a wide range of pharmacological and biological activities,
including inhibiting T cell activation and prolonging skin allograft survival in mice. These results
suggest that ICT may have therapeutic benefit in SLE. To investigate the effect of ICT on suppressive
capacity of Treg cells and auto-reactivity of CD4þ T cells in vitro. To explore the therapeutic effect
of ICT on lupus nephritis (LN) in MRL/lpr mice.CD4þCD25þCD127 T cells, CD4þCD25
T cells, CD4þ T cells and CD19þ B cells were isolated from 5 SLE patients using magnetic beads.
CD4þCD25þCD127 T cells were treated with 40uM/l of ICT for 72h. CD4þCD25þCD127
T cells and CD4þCD25 T cells were co-cultured at the ratio of 1:1 for 5 days. Proliferation of
CD4þCD25 T cells was determined by measuring CFSE dilution with the FACS CANTO (BD
Biosciences). Detection of IL10 and TGF-b levels were performed by ELISA. Foxp3 mRNA and
protein were determined by real-time RT-PCR and western blotting respectively. CD4þ T cells
were treated with 40uM/l of ICT for 72h, and then co-cultured with autologus CD19þ B cells at
the ratio of 1:4 for 8 days. IL17a, IFN-g, IL-6, TNF-a and IgG levels were determined by ELISA.
CD40L and CD70 expression level were detected by flow cytometry. Twenty 14-week-old female
MRL/lpr mice were randomized into two group. Ten of them were treated with ICT by daily oral
gavage, another 10 mice for control group received the same volume of CMC. The mice were
sacrificed after four weeks. The level of serum anti-dsDNA, TGF-b and IFN-g were assayed by
ELISA. Urinary albumin was determined by albustix paper. The sediment of IgG immune complex
and C3 in kidney was determined by direct immunofluorescenee, and pathological damage of
kidney was determined by HE staining.Compared to control group, the suppressive capacity of Treg
cells from ICT-treated group were significantly enhanced (P¼ 0.0104). However, ICT had no
influence on the overall proliferation of Treg cells. The level of IL10 from co-culture supernatant in
ICT-treated group was significantly increased comparing with control group (P¼ 0.0039). There
was no significant difference in TGF-b levels between treated and untreated group (P¼ 0.1626).
Foxp3 mRNA level (P¼ 0.0019) and protein level (P¼ 0.0036) were significantly increased, while
production of IgG, IL17a, IFN-g, IL-6 and TNF-a was significantly decreased (P¼ 0.0013;
P¼ 0.0344; P¼ 0.0252; P¼ 0.0337; P¼ 0.0045, respectively) in ICT- treated group compared to
untreated group. Compared to controls, CD40L and CD70 expression level were also down-
regulated (P¼ 0.021; P¼ 0.015, respectively) in ICT- treated group. Compared to control group, the
ICT-treated mice had lower level of dsDNA and IL-10 (P¼ 0.0371; P¼0.0116, respectively). While
there are no significance difference in TGF-b and IFN-g between ICT-treated mice and untreated
mice (P¼ 0.1626; P¼0.8675, respectively). ICT reduced urinary albumin after four weeks of
treatment (P¼ 0.0198). Reduced deposition of IgG and C3 to the mesangium and capillary loop of
glomeruli in ICT-treated MRL/lpr mice was observed. Moreover, ICT-treated MRL/lpr mice had
much milder GN and TIN damage score (P¼0.0129; P¼ 0.012, respectively). ICT can enhance
the suppressive capacity of Treg cells and inhibit the auto-reactivity of CD4þ T cells in vitro. ICT
ameliorates the progression of lupus nephritis in MRL/lpr mice.
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DEMETHYLATION OF ITGAL (CD11A) IN CD4þ T CELLS IS RESPONSIBLE FOR
IMMUNE ABNORMALITIES AND FIBROSIS IN SYSTEMIC SCLEROSIS
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Abstract: CD4þT cell plays a pivotal role in the pathogenesis of systemic sclerosis (SSc).
CD11a is essential for inflammatory and immune responses by regulating adhesive and
costimulatory interactions between CD4þT cells and other cells. Although CD11a is
overexpressed in SSc patients, the mechanisms leading to this overexpression and its
consequences are not well elucidated. We aimed to investigate the effect of DNA demethyla-
tion on CD11a expression in SSc CD4þT cells and determined its functional significance.
CD11a expression was measured by RT-PCR and flow cytometry. Bisulfite sequencing was
used to determine the methylation status of the CD11a regulatory region. CD4þT cells
were cocultured with antigen-presenting cells (APCs), or B cells, or fibroblasts with and
without anti-CD11a, and proliferation of CD4þT cells, and IgG production by B cells, and
expressions of COL1A2 mRNA by fibroblasts were evaluated. Elevated CD11a expression
was observed in CD4þT cells from SSc patients positively correlating with disease activity.
The methylation levels of the CD11a regulatory sequences were reduced and inversely
correlated with CD11a mRNA expression in SSc patients. Treatment of CD4þT cells with
5-azacytidine (5-azaC) decreased CD11a promoter methylation leading to CD11a over-
expression. Moreover, SSc CD4þT cells and 5-azaC treated CD4þT cells showed increased
proliferation of CD4þT cells, enhanced production of IgG by co-cultured B cells, and induced
expression of COL1A2 mRNA by co-cultured fibroblasts. These stimulatory effects were
abrogated by anti-CD11a. Demethylation of CD11a regulatory elements and subsequent
CD11a overexpression in CD4þT cells may mediate immunological abnormalities and fibrotic
process in SSc.
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SERUM C1Q/TNF-RELATED PROTEIN-3 (CTRP3) LEVEL DECREASED AND SIGNIFICANTLY
CORRELATED WITH ADIPONECTIN LEVEL IN PATIENTS WITH PSORIASIS
Ke Xue, Chengxin Li, Gang Wang
Department of Dermatology, Xijing Hospital, Fourth Military Medical University,
Xi’an 710032, China. E-mail: qiaohongjiang@gmail.com
Abstract: Psoriasis is a common chronic immune-inflammatory disease characterized by
erythematous scaly patches. Epidemiological studies suggest that, patients with psoriasis have
a high prevalence of metabolic disorders, including obesity, insulin resistance, dyslipidemia,
hypertension and the associated cardiovascular consequences. However, the molecular
mechanisms of molecular linkers in metabolic diseases and the pathosphysiologic components
of psoriasis are still not fully characterized. Recently, a highly conserved family of adiponectin
paralogs, designated C1q/TNF-related proteins (CTRPs), was discovered. C1q/TNF-related
proteins-3 (CTRP3) is the first and only CTRP for which the in vivo biological function (as a
metabolic regulator of glucose homeostasis and plays important roles in cardiovascular system)
has been recently established. Whether CTRP3 serves as a biological linker between psoriasis
and metabolic disorders even cardivascular commorbidities remain obstacle. In this study, we
investigated the role of CTRP3 in psoriasis patients and its underlying mechanism in metabolic
regulation of psoriasis individuals. We detected the serum CTRP3 levels in patients with psoriasis
vulgaris, and analyzed the correlation between CTRP3 levels and the clinical characteristics of
the patients including BMI, PASI and metabolic features. This was a hospital-based cross-
sectional study, conducted between May 2010 and November 2010 at a dermatology inpatient
department. Eighty-one adult patients with chronic plaque psoriasis participated in the study.
None of the patients were receiving systemic treatment. On recruitment, the weight, height,
blood glucose level, blood pressure and total cholesterol level of all individuals in the study were
recorded. Institutional review boards approved the study and all participants provided written
informed consent at enrolment. The healthy control group included age-, sex- and BMI-matched
volunteers who are hospital staff. Patients with psoriasis were subdivided into three groups
according to their BMI (kg/m2; calculated as weight (kg) divided by the height squared): normal
weight group (BMIo25.0), overweight group (BMI 25.0–29.9) and obese group (BMI Z30.0).
The disease severity was classified into three groups based on the PASI score: below 2.75 was
defined as mild, between 2.75 and 12.55 as moderate, and above 12.55 as severe disease.
Venous blood samples were drawn from patients after an overnight fast. Following centrifugation
of the blood sample at 2000 g for 15 min, the serum was collected and kept at  80 1C until
analysis. Serum CTRP3 levels and adiponectin levels were determined using an immunometric
sandwich enzyme-linked immunosorbent assay (ELISA) method with commercial kits. The Mann-
Whitney U-test and analysis of variance were used for the stastistical analysis and the result were
expressed as mean±SD. Correlations were performed by Spearman’s correlation analysis.
Po0.05 was considered significant.The gender ratio, age and BMI were not substantially different
between patients with psoriasis (57 males and 24 females; mean±SD age 32.6±14.4 years; BMI
22.7±3.74 kg/m2) and healthy volunteers (14 males and 23 females; mean±SD age
36.69±13.8 years; BMI 22.9±3.37 kg/m2). When the patients were grouped according to their
BMI, we found that BMI significantly varied within the normal, overweight and obese groups of
patients (Po0.05); moreover, patients with psoriasis were significantly more likely to be
overweight or obese. The estimated ORs were 1.607 (95% confidence interval [CI], 0.998–
2.586) for the overweight group and 2.731 (95% CI, 1.098–6.792) for the obese group. However,
we did not observe any correlation between BMI and PASI. The mean serum CTRP3 levels in
patients with psoriasis were lower than that of the controls statistically significant
(360.8±225.2 pg/ml vs 650.8±309.2 pg/ml, Po0.05). Moreover, the serum CTRP3 levels were
significantly lower in male psoriasis patients with high BMI (Z25 kg/m2) (295.3±180.3pg/ml)
than patients with normal BMI (o25kg/m2) (363.9±250.2pg/ml) (Po0.05) whereas the
difference was not observed in healthy controls (565.8±231.0pg/ml vs 571.2±238.0pg/ml,
P40.05) and in female patients with psoriasis (464.8±317.1pg/ml vs 361.8±150.9pg/ml,
P40.05). Additionally, a positive correlation was observed between CTRP3 concentrations and
the serum adiponectin levels in patients with psoriasis (r¼ 0.6197, Po0.0001). But, there wasn’t
any correlation between CTRP3 levels and PASI in patients of our research. In our clinical
evaluation of 81 adult patients with psoriasis vulgaris, we confirmed that being overweight or
obese was a risk factor for psoriasis, consistent with previous research. A significantly decrease of
serum CTRP3 levels in patients with psoriasis compared to healthy controls was observed. We
assumed that CTRP3 may serve as a whole new important biological linker between psoriasis
and metabolic disorders based on the metabolic-regulated functions. More importantly, a positive
correlation between CTRP3 and adiponectin levels was found in our project which lead us a
clue that CTRP3 may have an impact on adiponectin expression resulted in the metabolic
disorders caused by abnormal adiponectin levels in patients with psoriasis, but the precise
mechanism by which CTRP3 and adiponectin in psoriasis remain to be fully elucidated. Our data
did not statistically support the correlation between BMI and PASI or CTRP3 levels and PASI.
The reason for this difference may be because our study was conducted in a hospital over
a short period of time, and the patients in our study were potentially suffering from more severe
psoriasis. The effects of obesity and CTRP3 levels on the severity of psoriasis need further
investigations.
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KERATIN 17 ENHANCES THE RECRUITMENT OF NEUTROPHILS THROUGH
REGULATING CHEMOKINE CXCL1 SECRETION BY KERATINOCYTES VIA PI3K/AKT/
NF-JB PATHWAY IN PSORIASIS
Liang Jin, Erle Dang, Changxu Han, Bing Li, Jieyu Zhang, Man Jiang, and Gang Wang
Department of Dermatology, Xijing Hospital, Fourth Military Medical University, Xi’an,
China Correspondence: Gang Wang, Department of Dermatology, Xijing Hospital, Fourth
Military Medical University, 127 Changlexi Road, Xi’an 710032, China. E-mail: xjwgang@
fmmu.edu.cn
Abstract: Psoriasis is a common chronic inflammatory skin disease characterized by
inflammatory cells infiltration and hyperproliferation keratinocytes whose immuncompetence
contributes to the pathogenesis of psoriasis. The pathogenesis of psoriasis is complicated. It has
been reported that both innate immune and adaptive immune are involved in the pathogenesis
of psoriasis. However, the link between innate immune and adaptive immune is not clear.
Keratin 17 (K17) belongs to the group of human type I (acidic) epithelial keratins that provide
mechanical support to keratinocytes to maintain the integrity of the epidermis. Research has
shown that K17 is closely associated with multiple activities, such as cells apoptosis,
proliferation, protein synthesis, and immune response. Previous research showed that K17 is
aberrantly expressed in the suprabasal psoriatic keratinocytes, in contrast to normal skin. K17
expression levels were positively associated with psoriasis severity, suggesting a role in the
pathogenesis of psoriasis. Our group has focused on investigating the correlation between K17
and the pathogenesis of psoriasis and demonstrated that a K17/T cell/cytokine autoimmune
loop is involved in the psoriatic pathogenesis. In this loop, the abnormal immunocompetence
of keratinocytes is a vital loop and may be a link between innate immune and adap-
tive immune in psoriasis. However, the regulatory mechanism is not clear. We hypothesized
that K17, as a psoriasis-associated keratin high-expression in keratinocytes, could modulate
the immunocompetence of psoriatic keratinocytes. To investigate the role of K17 in regulating
the immunocompetence of psoriatic keratinocytes, discuss the molecular mechanism, and
illustrate the function of K17 in localized lesions in psoriasis.A stable K17 overexpression and
lowexpression cell lines were established with lentivirus, and using cDNA microarray to screen
the biological activity of K17 in regulating keratinocytes. In addition, combined with psoriatic
lesions chip and literature, immune-related molecules possibly was regulated by K17 were
screened. K17 overexpression and lowexpression cell lines were stimulated with serum from
psoriasis patients. The immune-related molecules that may be regulated by K17 were
confirmed by Real-time PCR. Real-time PCR, western blot, ELISA, immunochemistry and
immunofluorescence were performed to testify the expression of K17 and CXCL1 in lesions
from psoriasis patients. In the SCID mice model, the epidermal expression of K17 is down-
regulated in graft with K17-shRNA lentivirus. Then, the former results were verified with
Real-time PCR, western blot, immunochemistry and immunofluorescence. In the imiquimod-
induced psoriasis-like mice model, the K17 expression was down-regulated in the lesion with
K17-shRNA lentivirus. Real-time PCR, western blot, immunohistochemistry and immunofluor-
escence were also involved in order to verify the former results. The key kinase inhibitors of
several signal pathways and western blot were performed to investigate K17-related signal
pathway in the process of regulating the immune-related molecules expression. Transwell
chamber and neutralising antibody were used to investigate the immunologic function of
keratinocytes resulting from immune-related molecules expression changes induced by K17.
Flow cytometry was used to testify the results in the imiquimod-induced psoriasis-like mice
model.The result of cDNA microarray with K17 overexpression and lowexpression stable cell
lines demonstrated that K17 participates the process of immunocompetence in keratinocytes,
especially for the chemotaxis of immune cells. Compared with the literature and the result of
the psoriatic lesion microarray, we speculated that IL-1b, CCL3, CCL4, CCL5, CXCL1, CXCL8,
CXCL10, and CXCL11 may be the downstream moleculars regulated by K17. Real-time PCR
results showed that K17 is positive related with the CXCL1 mRNA expression in stable cell lines
under the stimulation of psoriatic serum. Real-time PCR, western blot, immunohistochemistry,
and immunofluorescence showed that K17 and CXCL1 are of high expression at the same time
in the psoriatic lesions. The expression of CXCL1 was obviously increased under the
stimulation of TNF-a and IL-17 A with Real-time PCR and ELISA. Meanwhile, K17 is
upregulated or downregulated by overexpressed and shRNA lentivirus in this condition. The
result showed that there is a positive relationship between CXCL1 and K17 expression. The skin
lesion from psoriasis patients were transplanted onto the back of SCID mouse model. The
Routine (H&E) staining showed that SCID-hu xenogeneic transplantation psoriasis mouse
model were made successfully. In this model, Real-time PCR, western blot, immunohisto-
chemistry and immunofluorescence showed that the expression level of epidermal CXCL1 is
decreased with K17 expression down-regulated by shRNA lentivirus. The ear of BALB/C mouse
was coated with imiquimod once a day, then the coated areas of skin is manifested by
erythema, scales and thickening. The Routine (H&E) staining showed that imiquimod-induced
psoriasis-like mice model were made successfully. In this model, Real-time PCR, western blot,
immunohistochemistry and immunofluorescence showed that the expression level of epider-
mal CXCL1 is decreased with K17 expression down-regulated by shRNA lentivirus. Western
blot showed that K17 upregulates the expression of CXCL1 through PI3k/AKT/NF-kB pathway
with the key kinase inhibitors of several signal pathways to treat primary keratinocytes under
the stimulation of TNF-a and IL-17 A. The results of transwell chamber and neutralization
experiments showed that K17 can enhance the process of keratinocytes’ chemotaxis on
neutrophils through upregulating the expression of CXCL1. In imiquimod-induced psoriasis-like
mouse model, flow cytometry revealed that downregulation of epidermal K17 results in the
reduction of neutrophils infiltration around the lesions. We demonstrated that K17, one kind of
type II keratin, could modulate immunocompetence of psoriatic keratinocytes and investigated
the mechanism, which has not been reported before. The high expression of K17 in the
psoriatic keratinocytes can take effect on the process of keratinocytes’ chemotaxis on
neutrophils through regulating the expression of CXCL1, which contributes the formation of
neutrophils microabscess at the early stage of psoriasis. This new mechanism will hopefully
enhance the understanding of the K17-associated pathogenesis of psoriasis and may be a link
between abnormal innate immune and adaptive immune. Our results remind us that we should
re-evaluate the function of keratin in psoriasis, which may be the key factor making psoriasis
refractory and easy to relapse.
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FUNCTIONAL CHARACTERIZATION OF A PROMOTER POLYMORPHISM IN ARYL
HYDROCARBON RECEPTOR (AHR) GENE THAT CONTRIBUTES TO REDUCED
VITILIGO SUSCEPTIBILITY
Xiaowen Wang, Kai Li, Ling Liu, Zhe Jian, Sen Guo, Huini Qiang, Pu Song, Gang Wang,
Chunying Li, Tianwen Gao
Department of Dermatology, Xijing Hospital, Fourth Military Medical University.
E-mail: qiaohongjiang@gmail.com
Abstract: Vitiligo is an acquired depigmentation disorder resulting from selective melanocyte
destruction. The pathogenesis of vitiligo remains unclear. Accumulating studies have revealed
that abnormal melanogenesis or melanogenic cytokines microenvironment plays crucial roles
in melanocyte damage in vitiligo. The aryl hydrocarbon receptor (AHR) is a ligand-activated
transcription factor, which could regulate the transcription of multiple target genes and
contribute to the development of immune system, adaptive response of oxidative stress, toxin
and drug metabolites. Recent research suggested that AHR is vital to the regulation of
melanocyte and melanin production through modulating the expressions of melanogenesis-
related genes, including tyrosinase (TYR), tyrosinase-related protein 2 (TYRP2), KIT ligand
(KITLG) and c-Kit (KIT). In addition, it was shown significantly decreased expression of AHR
and its target genes in the epidermis of vitiligo patients, suggesting decreased functionality of
AHR signal pathway existing in vitiligo. Therefore, we hypothesized that AHR polymorphisms
might be involved in vitiligo via impacting the transcriptional activities of related genes as
mentioned above. To evaluate the potential association between the functional AHR
polymorphisms and vitiligo susceptibility and the underlying molecular mechanism of the
AHR mutation, we first performed a hospital-based, case–control study of 1000 vitiligo patients
and 1000 vitiligo-free but age- and gender-matched controls. Two single nucleotide
polymorphisms (SNPs) of the AHR gene (129C4T and 1661G4A) were selected and
genotyped using a polymerase chain reaction-restriction fragment length polymorphism (PCR-
RFLP) method. Besides the association study, the biological mechanism of functional SNP was
characterized using luciferase reporter, electrophoretic mobility shift assays (EMSA) and
chromatin immunoprecipitation assay (ChIP), respectively. We found that the  29C4T
polymorphism in the AHR promoter was associated with a statistically significantly decreased
risk of vitiligo [odds ratio (OR) 0.79, 95% confidence interval (CI) 0.66–0.95; P¼ 0.010 for the
CTþ TT genotypes], and the T allele played a protective effect on vitiligo in Han Chinese
populations. Luciferase reporter assay demonstrated that the AHR promoter carrying  29 T
allele possessed significantly higher transcriptional activity than that of  29C allele. EMSA
assay revealed that the C to T substitution of  29C4T polymorphism greatly enhanced the
Sp1 transcription factor (Sp1) binding affinity to the promoter region of AHR gene, possibly
leading an increased promoter activity of the AHR gene. In vivo binding of Sp1 to AHR gene
around 29C4T mutation was confirmed by ChIP assay.These results suggested that the
 29C4T variation in AHR promoter may affect the AHR transcriptional activity by altering
the Sp1 binding affinity to the promoter. Thus, the –129C4T polymorphism may be a novel
marker for genetic susceptibility to vitiligo in Han Chinese populations, and Sp1 binding to the
SNP region of AHR gene remains a candidate interaction involved in vitiligo.
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GENERATION OF RECOMBINANT ANTI-COLLAGEN VII FAB FRAGMENTS WHICH
COMPETE AGAINST AUTOANTIBODIES IN PATIENTS WITH EPIDERMOLYSIS BULLOSA
ACQUISITA
Hongjiang Qiao1,2, Hideyuki Ujiie1, James R. McMillan1, Riichiro Abe1, Wataru
Nishie1,Qiang Li1,2, ReineMoriuchi1, Hiroshi Shimizu1,*, Gang Wang1,2,*
1Department of Dermatology, Xijing Hospital, Fourth Military Medical University, Shanxi,
China. 2Department of Dermatology,Hokkaido University Graduate School of Medicine,
Sapporo, Japan. *Correspondence: Gang Wang, Department of Dermatology, Xijing Hospital,
Fourth Military Medical University, Shanxi, China or Hiroshi Shimizu, Department
of Dermatology, Hokkaido University Graduate School of Medicine, N15 W7, Sapporo
060-8638, Japan. E-mail: xjwgang@fmmu.edu.cn or shimizu@med.hokudai.ac.jp
Abstract: Autoimmune bullous skin diseases are archetypal organ-specific autoimmune
disorders that require activation of the classical complement cascade pathway for disease
progression. Autoantibodies in these diseases are directed against distinct target antigens, and
in several of these autoimmune diseases, thepathogenic relevance of these autoantibodies has
been clearly and unequivocally demonstrated.Epidermolysis bullosa acquisita (EBA) is an
acquired blistering skin disease caused by autoantibodies against type VII collagen (Collagen
VII or COL7). Complement activation triggered by the deposition of those autoantibodies is
considered to be essential for the pathogenesis of EBA. The cartilage matrix protein (CMP)
subdomain of COL7 within the NC-1 domain contains the EBA pathogenic epitopes.
Furthermore, acartilage matrix protein (CMP) sub-domain of COL7 has been demonstrated
as one major pathogenic binding epitope for EBA autoantibodies. Currently, the treatment for
Epidermolysis bullosa acquisita is essentially based on non-specific anti-inflammatory,
immunosuppressive drugs, which are not always completely efficacious. The purpose of this
study is to provide a new strategy for the treatment of antibody-mediated EBA using
recombinant Fabs to block complement activation induced by pathogenic autoantibodies. In
order to develop a disease specific treatment for EBA, we generated Fab antibody fragments
against the CMP domain of COL7 that block the binding of EBA autoantibodies and prevent
complement activation. Recombinant Fab fragments were generated from antibody repertoires
of an EBA patient using phage display methods. Soluble Fab fragments of the 3 antibody
clones, C24, N4 or N25, were successfully construced, were highly specific to rhCMP after
both ELISA, and Western blot analysis. IIF studies showed competitive blocking of Fabs with
EBA Abs on skin sections. Competitive IF using Fabs and individual patient EBA Abs showed
that Fabs were able to block the binding of autoantibodies. In vitro inhibition of complement
activation by recombinant Fabs was studied by immunofluorescence. In situ deposition of EBA
Ab-activated C3 was found at the DEJ in human skin. Complement deposition was reduced or
completely blocked by C24, N4 or N25. We obtained three highly specific Fab clones C24, N4
and N25 for the CMP domain. These Fab fragments failed to activate complement both in vitro
and in vivo. They showed a marked competitive ability to inhibit the binding of EBA
autoantibodies to the CMP domain in vitro. These results demonstrate that Fab fragments can
block EBA pathogenic epitopes and may reduce disease activity by inhibiting complement
activation.
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RASGRP3 IS OVEREXPRESSED AND CAN BE INHIBITED BY CORTICOSTEROID IN
PERIPHERAL BLOOD MONONUCLEAR CELLS FROM PATIENTS WITH SYSTEMIC LUPUS
ERYTHEMATOSUS
Xiangjie An, Ying Xia, Juan Tao
Department of Dermatology, Union Hospital, Tongji Medical College, Huazhong University of
Science and Technology, Wuhan, P.R. China. E-mail: anxiangjie@126.com
Abstract: Systemic lupus erythematosus (SLE) is an autoimmune disease characterized by a loss
of B cell tolerance and the production of autoantibodies involving multiple organs and tissues.
Recent studies have identified alterations in B cell receptor signaling pathway in murine lupus
models and SLE patients that explain the increased emergence and persistence of autoreactive
B cells and the break down in tolerance. Clinical trials with B cell depletion therapies in SLE
patients were conducted but disappointingly the efficacy of B cell depleting agents proved to
be limited. Therefore there may be other factors involed in hypersensivity of BCR signaling
pathway. Ras guanyl-releasing protein 3 (RasGRP3), a member of RAS subfamily of GTPases, is
mainly expressed in B cells and can be phosphated by Protein kinase C (PKC) to contribute to
ras activation. Recently, a SNP within RasGRP3 was identified to be related to SLE disease, but
its expression level in lymphocytes from SLE patients is still unclear. Our study is aimed to
explore whether the expression of RasGRP3 is associated with pathgenesis of lupus and pursue
the possible targets for immunological therapeutic intervention of SLE. The blood samples from
46 patients diagnosed as SLE and 20 healthy volunteers were collected, as well as the detailed
clinical manifestation and laboratory test results of these SLE patients. In this study, we detected
the expressions of RasGRP3 in peripheral blood mononuclear cells (PBMCs) of SLE patients and
volunteers using RT-PCR and western-bloting analysis, and further purified the B cells with
from PBMCs with magnetic beads separation to confirm the RasGRP3 expression. Then we
explored the relationship between the expression of RasGRP3 of PBMCs and clinical data in
SLE patients. As glucocorticoids are the first line therapy of SLE, we also recruited the SLE
patients who treated with moderate-dose corticosteroids (1 mg/kg prednisone) and acquired the
blood samples before and two weeks after the corticosteroids treatment to obtain PBMCs to
further the RasGRP3 expression. In addition, we co-cultured the PBMC from SLE patients with
1 106mol/l dexamethasone and observed the expression of RasGRP3 at different time
points, as well as the downstream signaling pathway molecules AKT and extracellular signal-
regulated kinase (ERK) 1/2 phosphorylation.Compared with healthy volunteers, the mRNA and
protein expressions of RasGRP3 were significantly elevated both in PBMCs and purified B cells
(Po0.05). The mRNA expression of RasGRP3 was positively correlated with SLE disease
activity index (SLEDAI) (r¼ 0.4283, P¼ 0.0301). The mRNA levels of RasGRP3 in the patients
with active disease were much higher than that in remission stage (Po0.05). In addition, the
mRNA levels of RasGRP3 in the patients with hematuria or proteinuria were significantly
higher than that without kidney damage (Po0.05). After 2 weeks application of moderate-dose
corticosteroids of SLE patients, the expression of RasGRP3 was much inhibited. For in vitro
treatment, dexamethasone showed the strongest inhibition on the expression of RasGRP3 at the
time points of 24 hours; and at this time point, the downstream signaling pathway molecules
pERK and p-AKT expression were also inhibited. Aberrant expressions of RasGRP3 might
contribute to the pathogenesis of autoimmunity in lupus. Overexpression of RasGRP3 may be
related to disease activity and kidney damages. Inhibition of RasGRP3 expression as well as the
downstream signaling pathways may be one mechanisms of corticosteroids treatment for SLE.
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BILOBALIDE PROTECTION OF NORMAL HUMAN MELANOCYTES FROM HYDROGEN
PEROXIDE INDUCED OXIDATIVE DAMAGE VIA PROMOTING ANTIOXIDASE
EXPRESSION AND INHIBITING ER STRESS
Liangjun Lu*, Suiquan Wang*, Lifang Fu, Dongyin Liu, Yiping Zhu, Aie Xu
Department of Dermatology, Third People’s Hospital of Hangzhou, Hangzhou 310009, China.
E-mail: xuaiehz@msn.com
Abstract: Hydrogen peroxide (H2O2) accumulating in the epidermis contributes to the melanocyte
damage, which is the characteristic of vitiligo. The removal of H2O2 by antioxidants is thus considered
to be beneficial for the vitiligo patients. In this study, we investigated the protective effects and the
underlying mechanism of bilobalide, a main terpenoid constituent of Ginkgo biloba extract, against
H2O2 induced oxidative damage in normal human melanocytes. Coculture of H2O2 and melanocyte
establish an oxidative damage model for melanocyte. Then we detected the effect of H2O2 to the
proliferation and apoptosis of melanocyte, and also protective effect and mechanism of bilobalide
against H2O2-induced oxidative stress to melanocyte. First, different concentration of bilobalide and
H2O2 were cocultured with Normal human melanocyte to determine the optimal treatment
concentration and time. MTS and LDH assay were used to detect cell viability, and Annexin V-PI
staining assay was used to detect cell apoptosis. For mechanism research, HSP70 high sensitivity EIA kit
was used to detect induced HSP70 from melanocyte. ROS level was assayed by flow cytometer use
DCFH-DA. mRNA level of CAT and GPX1 were detected by RT-PCR and expression of CHOP, and
P-eIF2a was detected by western blot. The cell viability of normal human melanocytes which exposed
to 1mM H2O2 for 16hour was severe inhibited and stable and significant protective effects emerged
when the cells were pretreated with bilobalide for 24hour. After exposed to 1mM H2O2 for 16hour, the
average cell apoptosis rate raised from 12.63±1.53% to 62.69±6.08% (Po0.01). As pretreated with
25 or 100mM bilobalide, the H2O2 induced cell apoptosis rate were reduced to 36.77±4.75% and
25.80±6.33% respectively (Po0.01), suggesting that bilobalide significantly attenuated H2O2 induced
melanocyte apoptosis in a dose dependent manner. Hsp70 secreted to the medium increased up to 2.5-
fold by melanocytes in the presence of 0.5B1mM H2O2. Bilobalide pretreatment remarkably inhibited
1mM H2O2 induced Hsp70 secretion in a dose dependent manner (Po0.01). Bilobalide remarkably
elevated the mRNA expression of CAT (2-fold at 25mM and 3.1-fold at 100mM, both Po0.01) and
GPX1 (1.26-fold at 25mM, Po0.05; 2.73-fold at 100mM, Po0.01) compared with untreated cells in a
dose dependent manner. p-eIF2awas strongly increased in melanocytes under the treatment of H2O2 at
all the time points indicating that endoplasmic reticulum (ER) stress was induced by H2O2. CHOP
expression was induced 8hour after H2O2 was added. Pre-treatment of bilobalide did not change the
p-eIF2a level. In contrast, the expression of CHOP is blocked by bilobalide. This study indicates for the
first time that bilobalide protects human melanocytes from oxidative damage by inhibiting H2O2-
induced apoptosis. Instead of working as an ROS scavenger, bilobalide promotes the expression of
antioxidases including CAT and GPX1 and inhibits H2O2-induced ER stress to protect melanocytes. And
bilobalide suppresses auto-immune response to melanocytes through lowering the Hsp70 release.
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LONG-TERM EFFECTIVENESS OF AUTOLOGUS WHOLE BLOOD INJECTIONS TO
PATIENTS WITH CHRONIC SPONTANEOUS URTICARIA WITH POSITIVE
AUTOLOGOUS SERUM SKIN TEST
Na Luo, Shuguang Chen, Zhifang Zhai, Lin Feng, Xiuying Huang, Xiaofang Zhou, Yi You, Hua
Zhong, Huan Wang, Liangjin Cheng, Mingming Xiang, Fei Hao, Zhiqiang Song*
Department of Dermatology, Southwest Hospital, PLA, Third Military Medical University,
Chongqing 400038, China. E-mail: ronaderma@msn.com
Abstract: The aim of our study is to evaluate the clinical effects of autologus whole blood
injections (AWBI) on patients with chronic spontaneous urticaria (CSU) with positive
autologous serum skin test (ASST). On the basis of evaluation of clinical history, 160 patients
with positive ASST but negative skin prick test (SPT) to common allergens were randomly
subgrouped into AWBI-treatment group and placebo-control group by intramuscular injection
once a week for twelve times. At the meantime, gradually tapered oral loratadine. Both of the
two groups were administered and the dosages were off after disappearance of symptoms of
urticaria. The urticaria activity score (UAS), Dermatology Life Quality Index (DLQI) and the
total required antihistaminics at the end of the third, sixth, ninth and twelfth month after initial
treatment were evaluated.Compared with that in control group, the scores of UAS and DLQI in
AWBI-treatment group were gradually decreased at the third (70% vs 40%, 83% vs 50%), sixth
(88% vs 57%, 93% vs 60%), ninth (90% vs 60%, 95% vs 62%) and twelfth month (94% vs
68%, 96% vs 65%) respectively after initial treatment. Furthermore, the total doses of required
antihistaminics were also significantly reduced compared with that in control group at different
time points (9.06 vs 15.28 pills, 3.71 vs 13.21 pills, 1.83 vs 11.31 pills, 1.35 vs 10.98 pills).
Combination with oral antihistamine and AWB injections could not only improve urticarial
symptoms and the disease activity, but also could remarkably reduce the total doses of
antihistaminics which are essential to control clinical symptoms.
ABSTRACTS
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HLA-B*13:01 IS ASSOCIATED WITH SALAZOSULFAPYRIDINE-INDUCED DRUG RASH
WITH EOSINOPHILIA AND SYSTEMIC SYMPTOMS IN CHINESE HAN POPULATION
FanpingYangz1, Bo Guz2, Lirong Zhangz3, Jiekun Xuan2w, HengLuo4, PengZhou5, Qinyuan
Zhu1, Sijia Yan2, Sheng-an Chen1, Zhihao Cao1, Jinhua Xu1, Qinghe Xing2,* & XiaoqunLuo1,*
1Huashan Hospital, Fudan University, Shanghai, China; 2Children’s Hospital & Institutes of
Biomedical Sciences, Fudan University, Shanghai, China; 3Department ofPharmacology,
School of Medicine, Zhengzhou University, Zhengzhou, China; 4University of Arkansas at
Little Rock/University of Arkansas for Medical Sciences joint Bioinformatics program, 2801S.
University Avenue, Little Rock AR 72204; 5Center of Bioinformatics (COBI) and Key Laboratory
for Neuroinformation of Ministry of Education, School of Life Science and Technology,
University of Electronic Science and Technology of China, Chengdu 610054, China. wCurrent
address: National Center for Toxicological Research, U.S. Food and Drug Administration, 3900
NCTR Road, Jefferson AR 72079. zThese authors contributed equally. *Correspondence:
xiaoqunluoshanghai@gmail.com or xingqinghe@hotmail.com
Abstract: Aim: Salazosulfapyridine(SASP) frequently causes several adverse reactions, such as
drug rash with eosinophilia and systemic symptoms (DRESS). This study aims to assess if there
is association between SASP-induced DRESS and human leukocyte antigens (HLA)-A, -B and –
C alleles in Chinese Han population.
Patients & Methods: We performed an association study of 6 subjects with SASP-induced
DRESS, 30 SASP-tolerant patients, and 283 general subjects from the human MHC database, all
of whom are Han Chinese.
Results: The frequency of the SASP-induced DRESS patients carrying HLA-B*13:01 allele is
66.67% (4/6). It is significantly higher compared to general Chinese Han population (15.19%, 43/
283, OR¼11.16; P¼ 0.007), or to SASP tolerant patients (13.33%, 4/30, OR¼ 13.00, P¼ 0.004).
Conclusion: These findings for the first time showed that in Chinese Han population HLA-
B*13:01 is associated with SASP-induced DRESS. HLA-B*13:01 might serve as a potential genetic
marker to reduce the prevalence of SASP-induced DRESS.
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MOLECULAR CHARACTERIZATION OF DIRECT MICROSCOPIC EXAMINATION-
POSITIVE CANDIDA ALBICANS STRAINS ISOLATED FROM A TEACHING HOSPITAL IN
SHANGHAI, CHINA: A MOLECULAR EPIDEMIOLOGY RESEARCH BY MLST
Kefei Wu1,2, Tao Luo2, Li Li1, Qiangqiang Zhang1, Junhao Zhu1, Qian Gao2, Min Zhu1,*
1The Center for Medical Mycology, Department of Dermatology, Huashan Hospital, Fudan
University, Shanghai 200040, People’s Republic of China; 2Key laboratory of medical molecular
virology, Institutes of biomedical sciences and institute of medical microbiology, Fudan
University, Shanghai 200032, People’s Republic of China. E-mail: zhumin3000@hotmail.com
Abstract: Infections caused by Candida albicans has been rising in recent years due to the abuse
of antibiotics, the increasing number of immunocompromised patients and so on. In this study,
by the method of multilocus sequence typing (MLST), molecular epidemiology combines
traditional epidemiology data and molecular typing together, revealing the molecular char-
acterization of C. albicans strains isolated from direct microscopic examination-positive samples
from Huashan Hospital, a teaching hospital in Shanghai. A total of 62 isolates exhibited 61
variable sites, and 49 diploid sequence types (DSTs) were observed with 5 new sequence types
(STs). The most popular clades were clade 6, 1 and 17. The evidences for nosocomial infection,
mixed infection and microevolution were also uncovered.
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OCCUPATIONAL TOXIC EPIDERMAL NECROLYSIS ASSOCIATED WITH DALBERGIA
COCHINCHINENSIS: A RETROSPECTIVE COMPARATIVE STUDY OF 8 CASES IN CHINA
Yongsheng Yang, Zhen Zhang, Xiaonian Lu, Xiaohua Zhu, Qiong Huang, Jun Liang, Jinhua Xu
Department of Dermatology and Institute of Dermatology, Huashan Hospital, Fudan Univer-
isty, Shanghai City, China.
Background: Occupational toxic epidermal necrolysis (TEN) related to dalbergia cochinchi-
nensis has seldom been reported in the past. Its clinical characteristic needs to be investigated.
This study reports 8 cases of such disease in China.
Methods: 8 patients with occupational TEN admitted from 2003 to 2012 were retrospectively
analyzed and compared with 15 patients admitted with TEN caused by drugs as control.
Patients all received combination therapy of corticosteroid and intravenous immunoglobulin
(IVIG). The times for bullous ceasing, tapering of corticosteroid and total hospitalization were
compared between the two groups of patients. SCORTEN, a severity-of-illness scoring system
for TEN prognosis was applied to evaluate clinal outcome.
Results: The three time measurements in occupational TEN were longer than those in control,
and the differences were statistically significant (P¼ 0.0023, 0.026, 0.0017), which means the
total dose of corticosteroid needed in occupational TEN was higher than that in the control.
There were no death in two group although expected deaths were 0.612 and 0.836 respectively.
Discussion: Occupational TEN has a longer progression than TEN caused by drugs, and there is
more difficulty in its treatment. Clinicians should pay attention to this disease. But its mechanism
and target therapy remain unclear.
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PROSPECTIVE STUDY OF TOPICAL 5-AMINOLEVULINIC ACID PHOTODYNAMIC
THERAPY FOR THE TREATMENT OF SEVERE ADOLESCENT ACNE IN CHINESE PATIENTS
Ying Ma, Ye Liu, Qianqian Wang, Jie Ren, Leihong Xiang
Department of Dermatology, Huashan Hospital, Fudan University, Shanghai 200040, China.
E-mail: flora_xiang@vip.163.com
Background: Acne vulgaris is one of the most common skin diseases in adolescents. Treatments
are limited because of the relatively high risks of systemic adverse effects. In the present study, we
aimed to evaluate the effectiveness and safety of topical 5-aminolevulinic acid (ALA)-mediated
photodynamic therapy (PDT) for the treatment of severe acne in Chinese adolescent patients.
Methods: 21 Chinese adolescent patients aged 12 18 years with Pillsbury III IV severe facial
acne were treated with 3 courses of ALA-PDT. A 5% ALA lotion was applied topically for
60 minutes followed by irradiation with light-emitting diode light at 633 nm with a light intensity
of 75 80 mW/cm2 and a light dose of 90 96 J/cm2. Clinical assessment was conducted before
and after each treatment, and at each follow-up session.
Results: The total effective rates were 85.71%, 90.48%, and 95.23% after the 3 PDT sessions,
and at the 4- and 8-week follow-ups, respectively. Inflammatory lesions (papules, pustules, and
nodules/cysts, Po0.001) were reduced to a greater extent as compared to non-inflammatory
lesions (comedones, Po0.05).
Conclusions: ALA-PDT is an effective and safe treatment for severe adolescent acne vulgaris, and
is associated with mild and reversible side effects.
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OPPOSING EFFECT OF NRF2- AND BACH1-DRIVEN ANTIOXIDANT EXPRESSION BY
ACETYL-11-KETO-B-BOSWELLIC ACID THAT MODULATE UVA-DERIVED OXIDATIVE STRESS
Shiying Yang1, Wei Xu2, Chunxiang Bian1, Muhammad Farrukh Nisar1, Yuancai Xiang1,
Li Yang1, Yiguo Zhang*, Julia Li Zhong1,3,**
1The Base of ‘‘111 Project’’ for Biomechanics & Tissue Repair Engineering; Key Laboratory of
Biorheological Science and Technology, Ministry of Education; *Laboratory of Cell Biochem-
istry and Gene Regulation, Bioengineering college, Chongqing University, Chongqing 400044,
China; 2Department of Dermatology, Chongqing First People’s Hospital and Chongqing
Traditional Chinese Medicine Hospital, Chongqing 400011, China; 3Department of Dermatol-
ogy, University Town Hospital, Chongqing Medical University, Chongqing 400016, China.
Background: Exposure of human skin to the solar ultraviolet A (UVA) radiation generates reactive
oxygen species (ROS), can lead to photoaging, immunosuppression, inflammation and
carcinogenesis. Acetyl-11-keto-b-boswellic acid (AKBA) has anti-inflammatory and anti-cancer
effects. We previously found that antioxidant transcription factor Nrf2 (NF-E2-related factor 2)
may protect human skin keratinocyte HaCaT against UVA- mediated damage. We also found
that AKBA have anti-cancer properties which involve in induction of cyclooxygenase-2 (COX-2)
and nuclear factor-kB (NF-kB) mediated signaling pathways in the intestinal carcinogenesis.
Aim: To investigate whether AKBA can modulate UVA- induced Nrf2, Bach1 and their down-
stream effectors therefore reduce UVA-induced damage in human skin keratinocyte HaCaT.
Method: Human skin keratinocyte HaCaT were pre-treated with AKBA and followed by 160 kJ/m2
(low-medium) dose of UVA irradiation. Cell viability was measured by MTT assay; Western blotting,
Elisa and RT-PCR were used to detect protein levels or gene expression; Immunostaining was used for
cell morphology and Nrf2 translocation study. Malondialdehyde (MDA) and superoxide dismutase
(SOD) levels were measured following the instruction of manufactory. ROS generation was examined
by the fluorescent staining with dihydroethidium (DHE); Knockdown of Bach1 by using specific RNA
interference of Bach1 (siBach1); Keap1 knockout MEF cells were presented as gift from Dr. Zhang.
Results: AKBA increase of cell viability, as accompanied with a decrease in production of ROS and
MDA and an increased expression of SOD following UVA irradiation. AKBA increased basal and
UVA-induced levels of antioxidant transcription factor Nrf2 (NF-E2-related factor 2) and its target
gene NQO1, heme oxygenase-1 (HO-1), but glutathione S-transferases P1 (GSTP1) levels did not
change. The transcription repressor Bach1 (BTB and CNC homology 1) expression was conversely
reduced. Further, AKBA reduced UVA mediated inflammatory mediators NF-kB and COX-2 and
decrease the expression of NADPH oxidase 1 (NOX1), a major producer of superoxide anion (O-
2) in
UVA-irradiated skin keratinocytes.
Conclusion: The small molecule AKBA up-regulates the expression of Nrf2-directed antioxidant and
detoxification enzymes (i.e. HO-1 and NQO1) and down-regulates the inflammatory responses
mediated by COX-2, NF-kB and NOX1. Thus enable cytoprotection of human keratinocytes against
UVA-induced oxidative stress and skin injury. Therefore, AKBA could be considered as a
chemopreventive or therapeutic agent to target the Nrf2-ARE-driven gene regulatory molecules
against UVA-induced damage, especially photoaging.
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ANTI PHOTO-AGING EFFECT OF CONDITIONED-MEDIUM OF DEDIFFERENTIATED
ADIPOCYTES ON SKIN IN VIVO AND IN VITRO: A MECHANISTIC STUDY
Yang XU1,Yan XU2, Jia-an ZhANG1, Di WU1, Shi-lei GUO2, Ying WANG2, Dan LUO1y, Bing-
rong ZHOU 1,y
1Department of Dermatology, the First Affiliated Hospital of Nanjing Medical University,
Nanjing, 210029, China; 2Nanjing Regenerative Medicine Engineering and Technology
Research Center, Nanjing 210029, China. yCorrespondence: Dan Luo and Bing-rong Zhou
Introduction: Photo-aging of skin occurs partially due to decreased synthesis, increased
degradation, and derangement of dermal collagen. Anti-photo-aging therapy aims to counter-
act these effects. Dedifferentiated adipocytes (DAs) are similar to human adipose-derived stem
cells (ADSCs), which have experimentally proved effective in anti-aging.
Objective: This study aimed to investigate whether secretary factors from DAs could alleviate
the ultraviolet B (UVB)-induced premature senescence and decreased collagen content in
human dermal fibroblasts (HDFs) and the UVB-induced photo-aging of skin in mice, and to
clarify the underlying mechanism of action of growth factors, particularly transforming growth
factor (TGF)-b1, in the repair process of UV-induced damage.
Methods: DAs were acquired by ceiling culture from fat tissue after liposuction, and verified
based on cellular biomarkers and multilineage differentiation potential. The concentrations of
several cytokines in conditioned medium from DAs (DA-CM) were determined by enzyme-
linked immunosorbent assay (ELISA). In vivo, pathological changes, collagen type I and III, and
matrix metalloproteinase (MMP)-1 and—were evaluated following the injection of 10-fold
concentrated DA-CM into photo-aged mice. In vitro, the effect of DA-CM on stress-induced
premature senescence (SIPS) in HDFs was investigated by EdU staining and b-galactosidase
staining. The influence of DA-CM and TGF-b1 on the secretion of collagen type I and III,
MMP-1, and MMP-3, in HDFs was evaluated by ELISA.
Results: Different concentrations of several cytokines including TGF-b1 were detected in DA-
CM. In vivo, subcutaneously injected 10-fold concentrated DA-CM increased the expression of
collagen type I and III in the DA-CM-injected skin of UVB-induced photo-aged mice compared
with control skin from the same mice. In vitro, DA-CM clearly mitigated the decreased cell
proliferation and delayed the senescence status in HDFs induced by UVB. HDFs treated with
DA-CM exhibited higher collagen type I and III secretion, and significantly lower MMP-1 and
MMP-3 secretion, than that of the control group cultured with DMEM. TGF-b1-neutralizing
antibody could partially reduce the recovery effect, suggesting that TGF-b1 in the DA-CM plays
an important role in the repair process of collagen reduction caused by UVB in HDFs.
Conclusion: Our results suggest that DAs may be useful for aging skin, and their effects are
mainly due to secreted factors, especially TGF-b1, which stimulate collagen synthesis and
alleviate collagen degradation in HDFs.
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EXOME SEQUENCING IDENTIFIES A PATHOGENIC GENE IN TWO CHINESE
PEDIGREES WITH DISSEMINATED SUPERFICIAL ACTINIC POROKERATOSIS
Hongzhou Cui,Change Zhang, Xiaoguang Zhang, Xianyong Yin, Fusheng Zhou Liangdan Sun,
Yong Cui Sen Yang, Xuejun Zhang
Institute of Dermatology and Department of Dermatology at No.1 Hospital, Anhui Medical
University, Hefei 230022, Anhui, China. Department of Dermatology and Venereology, Anhui
Medical University, Hefei 230022, Anhui, China
Disseminated superficial actinic porokeratosis (DSAP) is a rare autosomal dominant genoder-
matosis characterized by annular lesions that have an atrophic center and a prominent
peripheral ridge distributed on sun exposed area. It exhibits highly heterogeneity and five
linkage loci had been reported. The mevalonate kinase gene (MVK) located on 12q24 had been
confirmed one of the disasese-causing gene. Only one third of DSAP patients were found
carrying MVK mutations. The pathogenesis of a large part of DSAP remains unclear so far. In
this study, We performed exome sequencing in one MVK negatively mutated DSAP family.
Firstly, 4 variants located within the linkage regions were excluded because we did not observe
co-segregation with phenotypes. After functional prediction, we identified 25 possible
deleterious variants across whole exome sharing by two affected individuals but absent in
the unaffected individual. The mutation c.932G4A (p.Arg311Gln) in exon 9 of A was
consistent with phenotype in family 1, this amino acids substitution located in a highly
conserved MTS domain in multiple mammalian. One additional missense mutation c.25C4T
(p.Arg9Cys) in exon 1 of A were found in family 2. The result identified A as another
pathogenic gene for DSAP, which suggested a correlation between the aberrant vesicular
nucleotide transporter and the pathogenesis of DSAP.
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GENOME-WIDE ASSOCIATION STUDY IDENTIFIES HLA-DPB1 AS A SUSCEPTIBILITY
GENE FOR DERMATOMYOSITIS/POLYMYOSITIS AMONG CHINESE HAN
POPULATION
Yang Li1,2, Chang-E Zhang1,2, Zai-Xing Wang1,2, Liang-Dan Sun1,2, Xue-Jun Zhang1,2, Sen
Yang1,2
1Department of Dermatology at No.2 Hospital, Anhui Medical University, Hefei, Anhui, China.
2Department of Dermatology and Venerology at No.1 Hospital & Institute of Dermatology,
Anhui Medical University, Hefei, Anhui, China.
Dermatomyositis/polymyositis (DM/PM) are rare and complex autoimmune diseases character-
ized by the inflammation of the skeletal muscle and skin. To date, the exact etiopathogenesis of
DM/PM remain elusive. To identify the susceptibility loci of DM/PM in the Chinese Han
population. The genome-wide genotyping analysis was conducted within a Chinese cohort of
127 patients and 1,566 healthy controls using Illumina Human OmniZhongHua-8 BeadChips.
Moreover, we also compared to the known susceptibility/candidate genes associated with DM/
PM in other ethnic groups adopted a Benjamini and Hochberg false discovery rate (FDR) of
o0.05. We observed the HLA–class-II gene had a significant association with DM/PM (P o 5
 10 8). In addition, we also found two novel suggestive susceptibility loci related to DM/
PM (Po 9.05  10 7, FDRo2.39105). It is the first GWAS of DM/PM among Chinese
Han population. The results of the present study demonstrated that one gene was the major
genetic locus associated with DM/PM. Moreover, we also identified two new susceptible genes
showed the suggestive association with DM/PM. Our GWAS results provides important
information regarding the genetic etiology of DM/PM, and may be contribute us to develop
and research novel methods of prevention, diagnosis and treatment on DM/PM.
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ASSOCIATION BETWEEN RS6804441 AND CLINICAL FEATURES OF SYSTEMIC LUPUS
ERYTHEMATOSUS IN HAN CHINESE POPULATION
Dawei Duan, Yan Chen, Bo Wu, Xuhui Fu, Jinhua Zhao, Wenying Zhan, Xuejun Zhang
Key Laboratory of Dermatology (Anhui Medical University), Ministry of Education, China; and
Institute of Dermatology and Department of Dermatology at NO.1 Hospital, Anhui Medical
University, China. E-mail: ayzxj@vip.sina.com
Abstract: Systemic lupus erythematosus (SLE) is a systematic autoimmune disease characterized
by widespread loss of immune tolerance to self-antigens. Genetic and environmental factors
contribute to the development of SLE, and patients typically experience alternating periods of
flare-up and remission. In previous studies, we identified five novel susceptibility genes for SLE
in Han Chinese population, including CD80 (rs6804441, P¼ 2.5E-16). To analyze the
association between this susceptibility gene CD80 and clinical features of SLE in Han Chinese
population, we performed an analysis to explore the relationship of CD80 (rs6804441) with SLE
sub-phenotypes in a Han Chinese population. Positive phenotype-negative phenotype: CD80
(rs6804441) has no evidences with SLE phenotype. Ageo20 years (P¼0.17), butterfly
erythema (P¼0.88), discoid rash (P¼ 0.86), light sensitivity (P¼0.75), vasculitis (P¼0. 68),
kidney disease (P¼ 0. 28), hematologic abnormalities (P¼ 0.42), neurological abnormalities
(P¼ 0.71), serositis (P¼ 0.17), oral ulcers (P¼ 0.83), arthritis (P¼ 0.75), ANA (P¼ 0.73),
dsDNA (P¼ 0.76), SM (P¼ 0.92), RNP (P¼0.32), C3 (P¼ 0.83), immunological abnormalities
(P¼ 0.99). Our study suggested CD80 (rs6804441) was significantly associated with SLE
(P¼ 8.89E-19). The association of CD80 (rs6804441) genotype and seventeen kinds of
phenotypes of SLE was not yet found.
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A SINGLE NUCLEOTIDE POLYMORPHISM RS4948496 IN ARID5B GENE IS
ASSOCIATED WITH CLINICAL FEATURES OF SYSTEMIC LUPUS ERYTHEMATOSUS IN
HAN CHINESE POPULATION
Xuhui Fu1,2, Bo Wu1,2, Yan Chen1,2, Jinhua Zhao1,2, Li Meng1,2, Xiaodong Zheng1,2,
Huangyang Tang1,2, Yang Li1,2, Xing Fan1,2, Liangdan Sun1,2, Xuejun Zhang1,2, Sen Yang1,2
1Key Laboratory of Dermatology (Anhui Medical University), Ministry of Education, China;
2Institute of Dermatology and Department of Dermatology at No. 1 Hospital, Anhui Medical
University, China. Correspondence: Sen Yang and Xuejun Zhang, Institute of Dermatology &
Department of Dermatology, the First Affiliated Hospital in Anhui Medical University, Hefei
230032, China. E-mail: yangsen@medmail.com.cn or ayzxj@vip.sina.com
Abstract: In our previous genome-wide association study (GWAS) and meta-analysis, we
identified an association signal in single-nucleotide polymorphism (SNP) rs4948496 (P¼ 5.1
 10 11, odds ratio [OR]¼ 0.85) within ARID5B gene. The aim of this study was to investigate
its relationship with disease subphenotypes, including age onset, malar rash, discoid rash, renal
nephritis, oral ulcer, photosensitivity, serositis, arthritis, vasculitis, antinuclear antibody (ANA),
C3, anti-Sm antibody, anti-RNP antibody, anti-ds-DNA antibody, immunologic disorder,
hematologic disorder, neurologic disorder. In this study, we used 4,348 cases and 6,679
controls from our previous GWAS and other replicated samples to explore the association
between ARID5B with subphenotypes of systemic lupus erythematosus (SLE). Data
were analyzed with PLINK 1.07 software. Significant associations were found for the SNP
rs4948496 of ARID5B with SLE of ANA (OR¼ 1.37, P¼ 0.0095), anti-RNP antibody
(OR¼ 1.30, P¼ 0.02), immunologic disorder (OR¼ 1.42, P¼ 0.0049) and neurologic
disorder (OR¼ 0.74, P¼ 0.04).The study suggested that ARID5B might not only play important
roles in the development of SLE, but also contribute to the complicated phenotypes
of SLE.
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A GENETIC CODING VARIANT RS72474224 AT GJB2 IS ASSOCIATED WITH CLINICAL
FEATURES OF PSORIASIS VULGARIS IN HAN CHINESE POPULATION
Bing Li 1,2 Weiyi Yao 1,2 Xianfa Tang 1,2 Xing Fan 1,2 Li Wang 1,2 Tao Wang 1,2 Xiaoyun Jiang
1,2 Li Meng 1,2 Jinhua Zhao 1,2 Xiaoqing Du 1,2 Wenying Zhan 1,2 Yan Chen 1,2 Jing Gao 1,2
Leilei Wen 1,2 Xuhui Fu 1,2 Bo Wu 1,2 Dawei Duan 1,2 Huayang Tang 1,2 Xianbo Zuo 1,2
Liangdan Sun 1,2 Sen Yang 1,2 XueJun Zhang 1,2 Jianjun Liu 1
1Key Laboratory of dermatology (Anhui Medical University), Ministry of education, China;
2Institute of Dermatology and Department of Dermatology at NO.1 Hospital, Anhui Medical
University, China. E-mail: ayzxj@vip.sina.com
Abstract: Psoriasis is a common chronic inflammatory skin disease with multifactorial etiology.
Recently, we identified a missense single-nucleotide variants (SNVs) rs72474224 (c.324C4T)
in GJB2 with genome-wide significance for psoriasis in the Han Chinese population. In present
study, we aimed to investigate the correlation between rs72474224 (c.324C4T) and disease
subphenotypes, including gender, age of onset, the severity of disease, the skin lesion type of
disease and family history. Genotype data of rs72474224 (c.324C4T) was obtained from the
previous study, including 9,946 cases and 9,906 controls from the Illumina HiSeq 2000
platform. Data were analyzed with Microsoft office Excel 2010 and SPSS 19.0 software. The T
allele of rs72474224 (c.324C4T) at GJB2 was observed to be significantly associated with
psoriasis vulgaris (P¼ 3.72 10 9, OR¼ 1.32). Genotype-based association testing revealed
that the additive model might provide the best fit for rs72474224 (P¼ 7.24 109). Stratified
analyses showed that the genotypic and allele frequency distribution was associated with the
skin lesion of disease (P¼ 6.22 10 4). GJB2 gene polymorphism rs72474224 (c.324C4T) is
associated with some specific phenotypes of psoriasis vulgaris in the Han Chinese population,
which may suggest that complex genetic factors are involved in the disease mechanisms.
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FILAGGRIN GENE MUTATION C.3321DELAIS ASSOCIATED WITH VARIOUS CLINICAL
FEATURES OF ATOPIC DERMATITIS IN THE CHINESE HAN POPULATION
Condensed title: c.3321delA mutation and AD clinical features
*Li Meng1,2,3, *Li Wang1,2,3, *Huayang Tang1,2,3, Xiaoyun Jiang1,2,3, Jinhua Zhao1,2,3, Jing Gao
1,2,3, Bing Li1,2,3, Xuhui Fu1,2,3, Yan Chen1,2,3, Weiyi Yao1,2,3, Wenying Zhan1,2,3, Bo Wu1,2,3,
Dawei Duan1-3, Changbing Shen1-3,Hui Cheng1-3, Xianbo Zuo1-3, Sen Yang1-3,
**Liangdan Sun1-3,**Xuejun Zhang1-5
1Institute of Dermatology and Department of Dermatology, No.1 Hospital, Anhui Medical
University, Hefei, Anhui, China; 2Key Laboratory of Dermatology, Anhui Medical University,
Ministry of Education, China, Hefei, Anhui, China; 3State key Laboratory Incubation Base of
Dermatology, Anhui Medical University, Hefei, Anhui, China; 4Department of Dermatology at
No.2 Hospital, Anhui Medical University, Hefei, Anhui, China; 5Department of Dermatology,
Huashan Hospital of Fudan University, Shanghai, China. *These authors contributed equally to
this work.
Background: We confirmed that the filaggrin gene (FLG) mutationc.3321delA is associated
with atopic dermatitis (AD) in our previous Genome Wide Association Study(GWAS) of the
Chinese Han population.c.3321delA is the most common FLG mutation in Chinese AD
patients but is not present in European populations. Objective: To investigate the genetic model
for the c.3321delA mutation and to determine the correlation between c.3321delA and AD
clinical phenotypes in the Chinese Han population. Method: The FLG mutation c.3321delA
was sequenced in 1,080 AD patients and 908 controls from the Chinese population. The w2
test, ANOVA, nonparametric tests and logistic regression were used to investigate the
relationship between the c.3321delA genotype and AD clinical phenotypes in the Chinese
Han population. Results: Analyses of the genetic model revealed that the additive model best
described the c.3321delA mutation (P ¼ 3.09E-11,OR¼ 3.43,95%CI¼ 2.38-4.96). Stratified
analyses showed that the c.3321delA allele frequency distribution is significantly associated
with concomitant skin xerosis (P ¼ 1.68 E-03, OR¼ 2.13, 95%CI¼ 1.32-3.46), palmar
hyperlinearity (P ¼ 3.64E-17, OR ¼ 4.03, 95%CI¼ 2.86-5.70), white dermatographism (P ¼
4.25 E-03, OR ¼ 1.82, 95%CI¼ 1.22-2.71), food intolerance (P ¼ 1.51E-03, OR ¼ 1.76,
95%CI¼ 1.23-2.50) and disease severity ( P¼ 9.67E-05). Conclusion: Our study indicates that
the FLG mutation c.3321delA is associated with clinical phenotypes of AD in the Chinese Han
population, which might help us gain a better understanding on the pathogenesis of AD.
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ASSOCIATION STUDY REVEALS TWO INDEPENDENT SUSCEPTIBILITY VARIANTS AT
1Q21.3 AND CONFIRMS A SUSCEPTIBILITY LOCUS AT 11Q13.1 FOR ATOPIC
DERMATITIS IN A HAN CHINESE POPULATION
Li Wang1,2,3, Li Meng1,2,3, Xiaoqing Du1,2,3, Xiaoyun Jiang1,2,3, Bing Li1,2,3, Yan Chen1,2,3,
Weiyi Yao1,2,3, Leilei Wen1,2,3, Tao Wang1,2,3, Bo Wu1,2,3, Wenying Zhan1,2,3,
Xianfa Tang1,2,3, Xianbo Zuo1,2,3, Xuejun Zhang1,2,3, Liangdan Sun1,2,3,*, Sen Yang1,2,3,*
1Institute of Dermatology and Department of Dermatology at No.1 Hospital, Anhui Medical
University, Hefei, Anhui, China; 2Collaborative Innovation Center of Complex and Severe skin
disease, Anhui Medical University, Hefei, Anhui, China; 3State key Laboratory Incubation Base
of Dermatology, Anhui Medical University, Hefei, Anhui, China. *Correspondence: Sen Yang
or Liangdan Sun, Institute of Dermatology, Anhui Medical University, 81 Meishan Road, Hefei,
Anhui 230032, China. E-mail: yangsen@medmal.com.cn or ahmusld@163.com
Abstract: Atopic dermatitis (AD) is a complex disease with a strong heritable component. To
date, approximately twenty susceptibility loci for AD have been reported in previous genome-
wide association studies (GWASs). However, the majority of previous studies were conducted
in Caucasian populations. It is unclear whether these novel susceptibility loci are associated
with AD patients in the Han Chinese population. To evaluate two reported loci (11q13.1 and
19p13.2) and an additional nineteen loci that were selected using our previous AD GWAS in a
Han Chinese population, as well as further explore the associations between these loci and the
clinical features of AD, a case-control analysis was conducted in a cohort of 2,208 patients
with AD and 2,132 controls from a Han Chinese population. All 24 of the single nucleotide
polymorphisms (SNPs) were genotyped using the Sequenom MassArray system. We discovered
two susceptibility variants for AD at the 1q21.3 loci (rs7007, Pcombined¼ 8.66109,
OR¼ 1.45; rs11205114, Pcombined¼ 2.75 107, OR¼ 1.30) that were independent of the
reported variant rs3126085 within filaggrin gene (FLG). We confirmed that the reported locus
(rs478944) at 11q13.1 (Pcombined¼ 6.71 10 4, OR¼ 1.15) was significantly associated with
AD in a Chinese population. In a subgroup analysis, the variant rs7007 showed a significant
association with the AD-phenotype ichthyosis (P¼ 5.24 10 4, OR¼1.42), and rs11205114
was found to be associated with a phenotype of disease severity (P¼ 4.33 103, OR¼ 0.77).
Our study revealed two independent susceptibility variants, rs7007 and rs11205114, at 1q21.3
that confer additional risk for AD, and we highlight 11q13.1 as a common genetic factor that
predisposes carriers to AD in the Chinese Han, Japanese and European populations.
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ASSOCIATION OF RS4622329 IN DRMA1 WITH CLINICAL FEATURES OF SYSTEMIC
LUPUS ERYTHEMATOSUS IN A HAN CHINESE POPULATION
Bo Wu, Xuhui Fu, Yan Chen, Li Meng, Yang Li, Huayang Tang, Chunjun Yang, Hui Li, Change
Zhang, Sen Yang and Xuejun Zhang
Key Laboratory of Dermatology (Anhui Medical University), Ministry of Education, China; and
Institute of Dermatology and Department of Dermatology at NO.1 Hospital, Anhui Medical
University, China. E-mail: ayzxj@vip.sina.com
Abstract: Systemic lupus erythematosus (SLE) is an autoimmune disease with a strong genetic
involvement and ethnic differences. We aimed to study the relationship between several
clinical phenotypes of SLE in Han Chinese population including arthritis, butterfly erythema,
discoid lupus and DRMA1 in 12q23 locus (rs4622329). In this study, we used 2,151 cases and
4,517 controls from our previous SLE GWAS and independent samples from Han Chinese
population. Significant association was found for the single nucleotide polymorphism (SNP)
rs4622329 with hematological disorder (odds ratio (OR)¼ 0.85, 95% confidence interval (95%
CI)¼ 0.74–0.98, P¼ 0.0273). The research suggested that the susceptibility gene might not only
play important roles in the development of SLE, but also contribute to the complex phenotypes
of SLE.
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A SINGLE-NUCLEOTIDE POLYMORPHISM RS34330 IN THE 5’UTR OF CDKN1BIS
ASSOCIATED WITH CLINICAL FEATURES OF SYSTEMIC LUPUS ERYTHEMATOSU IN
THE CHINESE POPULATION
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Abstract: Systemic lupus erythematosus (SLE) as a autoimmune disease, it has complicated
clinical manifestations. As we all know The pathogeny of SLE is still unknown,but Genetic
factors play a maior role. The disease mainly affects women of childbearing age.The spread
and severity of the disease show racial specificity. By the use of Genome-wide association
study,we Find a lot of SLE susceptibility genes and some Molecular pathways playing a key
role in the etiology of SLE.In recent five years,by the research of SLE susceptibility genes,we
found six important functional pathways playing an important role in the morbidity of
SLE.By GWAS SLE study This research team found that,CDKN1B (rs34330) is associated with
SLE as for Chinese and we has carried on the analysis of genotype—phenotype.research the
relationship between SNP rs34330 located in the upstream 5’ noncoding region of CDKN1B
and 17 clinical phenotype of SLE, make deep understanding the role of CDKN1B genotypes
in the pathogenesis of SLE.Firstly, case-only analyses (e.g. presence of malar rash versus no
malar rash) to identify with specific SNP to identify which subphenotypes. Secondly,
subphenotype-control analyses (e.g. presence of malar rash or negative of malar rash versus
health controls) to examine the risk conferred by the SNPs on different subtypes of SLE.
Frequency distribution of genotype and allele should be performed both in patients and
controls.We correlated the presence of risk alleles with total number of ACR criteria, age of
diagnosis,vasculitis, anti-dsDNA,complement C3, anti -Sm, anti-RNP of SLE. P values, odd
ratios (ORs) and 95% confidence interval (CI) were assessed using SPSS 17.0,P valuesr0.05
were deemed to be statistically significant.Significant associations were found for SNP
rs34330 of CDKN1B with SLE patient Clinical phenotype of C3 (P¼0.039, OR¼ 0.81) and
RNP (P¼ 0.044,OR¼ 1.27). Without the onset age, butterfly erythema, discoid lupus, light
sensitive, kidney damage, arthritis, vasculitis, blood disease, neuropathy, Serositis, oral
ulcer, immunological abnormalities, ANA, anti-dsDNA, anti-Sm etc.The Dominant model
provided the fit for rs34330 (1.87 104). So you can preliminary judgment rs34330
inheritance patterns are dominant genetic model.The study suggested that (CDKN1B)
rs34330 might not only play important roles in the development of SLE, but also contribute
to the complex phenotypes of SLE.
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Abstract: Psoriasis vulgaris is a chronic, immune-mediated inflammatory skin disease
associated with complex genetic susceptibility. Recently, we identified single-nucleotide
variant (SNV) rs1020760 at NFKB1 was significantly associated with psoriasis in the Chinese
Han population by exome sequencing analysis study and targeted sequencing,which was
associated with psoriasis vulgaris at genome-wide significance threshold. To investigate the
potential association between NFKB1 gene polymorphismand phenotypes of psoriasis vulgaris
in Chinese Han Population basing on stratifying analysis of the age of onset, family history and
clinical types, and to provide an important genetic basis in exploring the pathogenesis of
psoriasis.The clinical and demographic information was gathered from both 9946 cases and
9906 controls through the same structured questionnaire, and the genotype data of SNV
rs1020760 at NFKB1 were obtained from the previous exome sequencing analysis study of
Psoriasis. The appropriate application of PLINK1.07 was used for statistical analysis of
data. The distribution of alleles and genotypes for rs1020760 were significant differences
between cases and controls (P alleles¼1.76 108, OR alleles¼ 1.12, CI alleles¼ 1.08–1.66;
Pgenotypesr2.38 104). Then cases were stratified from family history, ageof onset and lesion
type, there were also significant differences between clinical subgroups and controls in
distribution of allele (all Po0.03); 2. The difference in frequencies distribution of allele for
rs1020760 between the case with family history and without family history were significantly
different (P¼ 0.004, OR¼ 1.11, 95%CI¼1.03–1.20); 3. Genotype-based association testing
revealed that the additive model might provide the best fit for rs1020760 (P¼ 5.44 10 8).
The SNP rs1020760 in NFKB1 gene is associated with family history of psoriasis vulgaris;it may
have no association with age of onset and clinical type of psoriasis vulgaris.
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